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1 

GLUCAGON ANTAGONISTS/INVERSE AGONISTS 
FIELD OF THE INVENTION 

5 The present invention relates to agents that act to antagonize the action of the glucagon pep- 
tide hormone. More particularly, it relates to glucagon antagonists or inverse agonists. 

BACKGROUND OF THE INVENTION 

10 Glucagon is a key hormonal agent that, in co-operation with insulin, mediates homeostatic regu- 
lation of the amount of glucose in the blood. Glucagon primarily acts by stimulating certain cells 
(mostly liver cells) to release glucose when blood glucose levels fall. The action of glucagon is 
opposite to that of insulin, which stimulates cells to take up and store glucose whenever blood 
glucose levels rise. Both glucagon and insulin are peptide hormones. 

15 

Glucagon is produced in the alpha islet cells of the pancreas and insulin in the beta islet cells. 
Diabetes mellitus is a common disorder of glucose metabolism. The disease is characterized by 
hyperglycemia and may be classified as Type 1 diabetes, the insulin-dependent form, or Type 2 
diabetes, which is non-insulin-dependent in character. Subjects with Type 1 diabetes are hyper- 

20 glycemic and hypoinsulinemic, and the conventional treatment for this form of the disease is to 
provide insulin. However, in some patients with Type 1 or Type 2 diabetes, absolute or relative 
elevated glucagon levels have been shown to contribute to the hyperglycemic state. Both in 
healthy control animals as well as in animal models of Type 1 and Type 2 diabetes, removal of 
circulating glucagon with selective and specific antibodies has resulted in reduction of the gly- 

25 cemic level (Brand et al., Diabetologia 37, 985 (1994); Diabetes 43, [suppl 1], 172A (1994); Am. 
J. Physiol. 269, E469-E477 (1995); Diabetes 44 [suppl 1], 134A (1995); Diabetes 45, 1076 
(1996)). These studies suggest that glucagon suppression or an action that antagonizes gluca- 
gon could be a useful adjunct to conventional antihyperglycemia treatment of diabetes. The ac- 
tion of glucagon can be suppressed by providing an antagonist or an inverse agonist, ie sub- 

30 stances that inhibit or prevent glucagon induced responses. The antagonist can be peptidic or 
non-peptidic in nature. Native glucagon is a 29 amino acid peptide having the sequence: 

His-Ser-Glu-Gly-Thr-Phe-Thr-Ser-Asp-Tyr-Ser-Lys-Tyr-Leu-Asp-Ser-Arg-Arg-Ala-Gln-Asp- 
Phe-Val-Gln-Trp-Leu-Met-Asn-Thr-NH 2 . 

35 

Glucagon exerts its action by binding to and activating its receptor, which is part of the Glu- 
cagon-Secretin branch of the 7-transmembrane G-protein coupled receptor family (Jelinek et 
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al., Science 259, 1614, (1993)). The receptor functions by an activation of the adenylyl cy- 
clase second messenger system and the result is an increase in cAMP levels. 

Several publications disclose peptides that are stated to act as glucagon antagonists. Proba- 
bly, the most thoroughly characterized antagonist is DesHis^Glu^-glucagon amide (Unson et 
al., Peptides 10, 1171 (1989); Post et al., Proc. Natl. Acad. ScL USA 90, 1662 (1993)). Other 
antagonists are eg DesHis 1 ,Phe 6 [Glu 9 ]-glucagon amide (Azizh et al., Bioorganic & Medicinal 
Chem. Lett. 16, 1849 (1995)) or NLeu 9 ,Ala 11>16 -glucagon amide (Unson et al., J. Biol. Chem. 
269(17), 12548(1994)). 

Peptide antagonists of peptide hormones are often quite potent; however, they are generally 
known not to be orally available because of degradation by physiological enzymes, and poor 
distribution in vivo. Therefore, orally available non-peptide antagonists of the peptide hormones 
are preferred. Among the non-peptide glucagon antagonists, a quinoxaline derivative, (2-styryl- 
3-[3-(dimethylamino)propylmethylamino]-6,7-dichloroquinoxaline was found to displace gluca- 
gon from the rat liver receptor (Collins, J.L. et al., Bioorganic and Medicinal Chemistry Letters 
2(9):915-918 (1992)). West, R.R. et al., WO 94/14426 (1994) discloses use of skyrin, a natural 
product comprising a pair of linked 9,10-anthracenedione groups, and its synthetic analogues, 
as glucagon antagonists. Anderson, P.L., US patent No. 4,359,474 discloses the glucagon an- 
tagonistic properties of 1 -phenyl pyrazole derivatives. Barcza, S., U.S. Patent No. 4,374,130, 
discloses substituted disilacyclohexanes as glucagon antagonists. WO 98/04528 (Bayer Corpo- 
ration) discloses substituted pyridines and biphenyls as glucagon antagonists. WO 97/16442 
and US patent No 5,776,954 (Merck & Co., Inc.) disclose substituted pyridyl pyrroles as gluca- 
gon antagonists and WO 98/21957, WO 98/22108, WO 98/22109 and US 5,880,139 (Merck & 
Co., Inc.) disclose 2,4-diaryl-5-pyridylimidazoles as glucagon antagonists. Furthermore, WO 
97/16442, US patent Nos 5,837,719 and 5,776,954 (Merck & Co., Inc.) discloses 2,5-substituted 
aryl pyrroles as glucagon antagonists. WO 98/24780, WO 98/24782, WO 99/24404 and WO 
99/32448 (Amgen Inc.) disclose substituted pyrimidinone and pyridone compounds and substi- 
tuted pyrimidine compounds, respectively, which are stated to posses glucagon antagonistic 
activity. Madsen et al (J. Med. Chem. 1998 (41) 5151-7) discloses a series of 2-(benzimidazol- 
2-ylthio)-1-(3,4-dihydroxyphenyl)-1-ethanones as competitive human glucagon receptor antago- 
nists. WO 99/01423 (Novo Nordisk A/S) discloses a series of acylhydrazones as glucagon an- 
tagonists/inverse agonists. 

These known glucagon antagonists differ structurally from the present compounds. 
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DEFINITIONS 

The following is a detailed definition of the terms used to describe the compounds of the inven- 
5 tion: 

"Halogen" designates an atom selected from the group consisting of F, CI, Br or I. 

The term "C^-alkyl" in the present context designates a branched or straight hydrocarbon 
10 group having from 1 to 6 carbon atoms. Representative examples include, but are not limited 
to, methyl, ethyl, n-propyl, isopropyl, butyl, isobutyl, sec-butyl, ferf-butyl, n-pentyl, isopentyl, 
neopentyl, terf-pentyl, n-hexyl, isohexyl and the like. 

The term ,, C 2 ^alkenyl" as used herein represents a branched or straight hydrocarbon group 
15 having from 2 to 6 carbon atoms and at least one double bond. Examples of such groups in- 
clude, but are not limited to, vinyl, 1-propenyl, 2-propenyl, iso-propenyl, 1,3-butadienyl, 
1-butenyl, 2-butenyl, 3-butenyl, 2-methyl-1-propenyl, 1-pentenyl, 2-pentenyl, 3-pentenyl, 
4-pentenyl, 3-methyl-2-butenyl, 1-hexenyl, 2-hexenyl, 3-hexenyl, 2,4-hexadienyl, 5-hexenyl 
and the like. 

20 

The term "C 2 .6-alkynyr as used herein represents a branched or straight hydrocarbon group 
having from 2 to 6 carbon atoms and at least one triple bond. Examples of such groups in- 
clude, but are not limited to, ethynyl, 1-propynyl, 2-propynyl, 1-butynyl, 2-butynyl, 
3-butynyl, 1-pentynyl, 2-pentynyl, 3-pentynyl, 4-pentynyl, 1-hexynyl, 2-hexynyl, 3-hexynyl, 
25 5-hexynyl, 2,4-hexadiynyl and the like. 

The term "C^-alkoxy" as used herein, alone or in combination, refers to the radical 
-O-C^-alkyl where C^-alkyl is as defined above. Representative examples are methoxy, 
ethoxy, n-propoxy, isopropoxy, butoxy, sec-butoxy, ferf-butoxy, pentoxy, isopentoxy, hexoxy, 
30 isohexoxy and the like. 

The term "C^-alkanoyr as used herein denotes a group -C(0)H or -CfOM^.s-alkyl. 
Representative examples are formyl, acetyl, propionyl, butyryl, valeryl, hexanoyl and the like. 
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The term "C^-cycloalkyl" as used herein represents a carbocyclic group having from 3 to 8 
carbon atoms. Representative examples are cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 
cycloheptyl, cyclooctyl and the like. 

5 The term "C 3 ^-cycloalkenyr as used herein represents a carbocyclic group having from 3 to 8 
carbon atoms containing a least one double bond. Representative examples are 1- 
cyclopentenyl, 2-cyclopentenyl, 3-cyclopentenyl, 1-cyclohexenyl, 2-cyclohexenyl, 3- 
cyclohexenyl, 2-cycloheptenyl, 3-cycloheptenyl, 2-cyclooctenyl, 1,4-cyclooctadienyl and the 
like. 

10 

The term "C^-cycloalkenyl" as used herein represents a carbocyclic group having from 4 to 8 
carbon atoms containing a least one double bond. Representative examples are 1-cyclo- 
pentenyl, 2-cyclopentenyl, 3-cyclopentenyl , 1-cyclohexenyl, 2-cyclohexenyl, 3-cyclohexenyl, 
2-cycloheptenyl, 3-cycloheptenyl, 2-cyclooctenyl, 1,4-cyclooctadienyl and the like. 

15 

The term "heterocyclyl" as used herein represents a saturated or partially unsaturated 3 to 10 
membered ring containing one or more heteroatoms selected from nitrogen, oxygen and sulfur. 
Representative examples are pyrrolidinyl, piperidyl, piperazinyl, morpholinyl, thiomorpholinyl, 
aziridinyl, tetrahydrofuranyl and the like. 

20 

The term "aryl" as used herein is intended to include carbocyclic aromatic ring systems such as 
phenyl, biphenyl, naphthyl, anthracenyl, phenanthrenyl, fluorenyl, indenyl, pentalenyl, azulenyl, 
and the like. Aryl is also intended to include the partially hydrogenated derivatives of the 
carbocyclic systems enumerated above. Non-limiting examples of such partially hydro- 
25 genated derivatives are 1,2,3,4-tetrahydronaphthyl, 1,4-dihydronaphthyl and the like. 

The term "aryloxy" as used herein denotes a group -O-aryl, wherein aryl is as defined above. 

The term "aroyl" as used herein denotes a group -C(0)-aryl, wherein aryl is as defined above. 

30 

The term "heteroaryl" as used herein is intended to include heterocyclic aromatic ring 
systems containing one or more heteroatoms selected from nitrogen, oxygen and sulfur such 
as furyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, isoxazolyl, isothiazolyl, 1,2,3-triazolyl, 
1 ,2,4-triazolyl, pyranyl, pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl, 1,2,3-triazinyl, 1 ,2,4-triazinyl, 
35 1 ,3,5- triazinyl, 1 ,2,3-oxadiazolyl, 1 ,2,4-oxadiazolyl, 1 ,2,5-oxadiazolyl, 1 ,3,4-oxadiazolyl, 1 ,2,3- 
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thiadiazolyl, 1 ,2,4-thiadiazolyl, 1,2,5-thiadiazolyl, 1 ,3,4-thiadiazolyl, tetrazolyl, thiadiazinyl, 
indoly), isoindolyl, benzofuryl, benzothienyl, benzothiophenyl (thianaphthenyl), indazolyl, 
benzimidazolyl, benzthiazolyl, benzisothiazolyl, benzoxazolyl, benzisoxazolyl, purinyl, 
quinazolinyl, quinolizinyl, quinolinyl, isoquinolinyl, quinoxalinyl, naphthyridinyl, pteridinyl, 
5 carbazolyl, azepinyl, diazepinyl, acridinyl and the like. Heteroaryl is also intended to include 
the partially hydrogenated derivatives of the heterocyclic systems enumerated above. Non- 
limiting examples of such partially hydrogenated derivatives are 2,3-dihydrobenzofuranyl, 
pyrrolinyl, pyrazolinyl, indolinyl, oxazolidinyl, oxazolinyl, oxazepinyl and the like. 

10 "Aryl-C^-alkyl", "heteroaryl-C^-alkyl", "aryl-C 2 .e-alkenyr etc. mean C^-alkyl or C 2 ^-alkenyl as 
defined above, substituted by an aryl or heteroaryl as defined above, for example: 




The term "optionally substituted" as used herein means that the groups in question are either 
15 unsubstituted or substituted with one or more of the substituents specified. When the groups 
in question are substituted with more than one substituent the substituents may be the same 
or different. 

Certain of the above defined terms may occur more than once in the structural formulae, and 
20 upon such occurrence each term shall be defined independently of the other. 

Furthermore, when using the terms "independently are" and "independently selected from" it 
should be understood that the groups in question may be the same or different. 

25 The present invention is based on the unexpected observation that the compounds of the gen- 
eral formula (I) disclosed below antagonize the action of glucagon. 
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DESCRIPTION OF THE INVENTION 

Accordingly, the invention is concerned with compounds of the general formula (I): 



rll 



wherein 




V is -C(0)OR z , -C(0)NR z R J , -C(0)NR z OR J , -S(0) 2 OR z , 

OH I 

. -a; . ~cr . . 

10 H 
wherein 

R 2 and R 3 independently are hydrogen or C^-alkyl, 

15 

R 4 is hydrogen, halogen, -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 5 , -NR 5 R 6 or C^-alkyl, 
wherein R 5 and R 6 independently are hydrogen or d^-alkyl, 
20 A is 



R \/ R9 r \/ r9 r \ r9 ^ 

— (CH 2 ) n ( V ) b NR 7 , -^- {C H 2 )—m 7 — , _^ (C H 2 )— or —f- " 



wherein 

25 

b is 0 or 1 , 

n is 0, 1 , 2 or 3, 



(CH 2 ), 



*2'n 
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R 7 is hydrogen, Ci_ 6 -alkyl or Cs^-cycloalkyl-C^-alkyl, 

R 8 and R 9 independently are hydrogen or C^-alkyl, 

5 Y is -C(O)-, -S(0) 2 -, -O- or a valence bond, 

Z is phenylene or a divalent radical derived from a 5 or 6 membered heteroaromatic ring con 
taining 1 or 2 heteroatoms selected from nitrogen, oxygen and sulfur, 

which may optionally be substituted with one or two groups R 46 and R 47 selected 
10 from hydrogen, halogen, -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 10 , -NR 10 R 11 and C^-alkyl, 



wherein R 10 and R 11 independently are hydrogen or C^-alkyl, 



or -A-Y-Z- together are 



o 



15 




R 1 is hydrogen or C^-alkyl, 
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Xis 



-(CR 13 R 14 )-(CH 2 ) S - 



O 

JL 



(CH 2 ) q — ( C R 13 R ,4 )-(CH 2 ) S - 



0 O 

(CH 2 )— N— 11 (CR 13 R 14 ) r -(CH 2 ) r 



-»12 



-(CR 13 R 14 )-(CH 2 ) S - , 



o o 

(CHA— N— "-o-(CR 1 V 4 ) f -(CH 2 )- , -^(CH,)— N-(CR 13 R 14 )-(CH 2 )- , 
R 12 R 



i(CH 2 )-N-^N-(CR ,3 R 14 ) r -(CH 2 ) s — , 5y :L(CR ,3 R ,4 )-(CH 2 )- 
R 12 R 15 



— (CR 13 R 14 ) r -(CH 2 )- . 



.12 



-0-(CR 13 R 14 )— (CH 2 )— , 



-^-(CH,)— N-(CR 13 R ,4 ) r -(CH 2 ) s - . 
A12 



IT 

NH 



(CR 13 R 14 ) r -(CH 2 )- 



-(CH 2 )-(CR 13 R 14 ) r -(CH 2 ) s - 



,12 



R 

-N (CR ,3 R 14 ) r -(CH 2 )— 



NH 



-(CH 2 )— N-(CR 13 R 14 ) r -(CH 2 ) s — 0- 



12 



(CH 2 )-(CR 13 R 1 V0-(CH 2 )- 



o o o 

-^(CH,)— S-(CR 13 R 14 )-(CH 2 )- or -L(CH 2 )— J (C R 13 R 14 ) r -(CH 2 )- 



5 wherein 



r is 0 or 1 , 



q and s independently are 0, 1, 2 or 3, 



10 
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R 12 , R 13 , R 14 and R 15 independently are hydrogen or Cm-alky!, 
D is 




wherein 

W is -0-, -S-, -S(0) 2 - or -NR 20 -, 

10 

W is =CR 20 '- or =N-, 

R ie R i7 R is and R 19 j ndependent |y a re 

15 • hydrogen, halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3l -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 21 , -NR^R 22 , -SR 21 , -NR 21 S(0) 2 R 22 , -S(0) 2 NR 2, R 22 , 
-SfCONR^R 22 . -S(0)R 21 , -S(0) 2 R 21 , -OS(0) 2 R 21 , -CfCONR^R 22 , -OCfONR^R 22 , 
-NR 21 C(0)R 22 , -CH 2 C(0)NR 2, R 22 , -OCH 2 C(0)NR 21 R 22 , -CH 2 OR 21 , -CH 2 NR 21 R 22 , 
-OC(0)R 21 , -C(0)R 21 or -C(0)OR 21 , 

20 
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C^-alkyl, C 2 ^alkenyl or C 2 .6-alkynyl ? 

which may optionally be substituted with one or more substituents selected from - 
CHF 2 , -CF 3 , -OCF3, -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3l -OR 21 , -NR 21 R 22 , 
-SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , -OCCOJNR^R 22 , -NR^OJR 22 , 
-OCbbCfOJNR^R 22 , -C(0)R 21 and -C(0)OR 21 , 

C^-cycloalkyl, C^-cycloalkenyl, heterocyclyl, C^-cycloalkyl-Ci-e-alkyl, C^-cyclo- 
alkyl-Cve-alkoxy, C 3 ^-cycloalkyloxy ( C^-cycloalkyl-C^-alkylthio, C 3 ^-cycloalkylthio, 
C^-cycloalkyl-C^-alkenyl, C^-cycloalkyl-C^-alkynyl, C^-cycloalkenyl-C^-alkyl, C 4 -8- 
cycloalkenyl-C^-alkenyl, C^-cycloalkenyl-C^-alkynyl, heterocyclyl-C^-alkyl, heterocy- 
clyl-C 2 ^-alkenyl or heterocyclyl-C 2J6 -alkynyl, 

of which the cyclic moieties optionally may be substituted with one or more sub- 
stituents selected from 

-CHF 2 , -CF 3 , -OCF 3 , -OCHF 2f -OCH 2 CF 3 , -OCF 2 CHF 2f -SCF 3 , -OR 21 , -NR^R 22 , 
-SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , -OCfOJNR^R 22 , -NR 21 C(0)R 22 , 
-OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and -C(0)OR 2 \ 

C^-alkyl, C 2 ^-alkenyl and C 2 ^-alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 21 , -NR 21 R 22 , -SR 21 , -S(0)R 21 ( -S(0) 2 R 21 , -C(0)NR 21 R 22 , 
-OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , -OCH.CfOJNR^R 22 , -C(0)R 21 and 
-C(0)OR 21 , 

aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-C^-alkoxy, aryl-C^-alkyl, aryl-C 2 ^-alkenyl, aryl- 
CWalkynyl, heteroaryl, heteroaryl-C^-alkyl, heteroaryl-C 2 -6-alkenyI or heteroaryl- 
CWalkynyl, 

of which the aryl and heteroaryl moieties optionally may be substituted with one 
or more substituents selected from 
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halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2f 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2f -OR 21 , -NR 21 R 22 , -SR 21 , ~NR 21 S(0) 2 R 22 , -S(0) 2 NR 21 R 22 , 
-S(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , -OS(0) 2 R 21 , -C(0)NR 21 R 22 , -OC(0)NR 21 R 22 , 
-NR 21 C(0)R 22 , -CH 2 C(0)NR 21 R 22 , -OCH 2 C(0)NR 21 R 22 , -CH 2 OR 21 , -CH 2 NR 21 R 22 , 
5 -OC(0)R 21 , -C(0)R 21 and -C(0)OR 21 , 

d^-alkyl, C 2 ^-alkenyl and CWalkynyl, 

which may optionally be substituted with one or more substituents se- 
10 lected from -CHF 2| -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2f 

-SCF 3 , -OR 21 , -NR 21 R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 2 \ -C(0)NR 21 R 22 , 
-OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and 
-C(0)OR 21 , 

15 wherein R 21 and R 22 independently are hydrogen, -CF 3 , C^-alkyl, tri-C^-alkylsilyl, C 3 ^-cyclo- 
alkyl, C^-cycloalkyl-Ci^-alkyl, aryl, aryl-C^-alkyl or heteroaryl, 

or R 21 and R 22 when attached to the same nitrogen atom together with the said nitrogen atom 
may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
20 eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

or two of the groups R 16 to R 19 when placed in adjacent positions together may form a bridge 
-(CR 16, R 17 )a-0-(CR 18 'R 19 ) c -0-, 

25 

wherein 
a is 0, 1 or 2, 
30 c is 1 or 2, 

R 18 ', R ir ( R 18 and R 19 independently are hydrogen, C^-alkyl or halogen, 

R 20 and R 20 independently are hydrogen, Cm-alky!, C^-cycloalkyl or C^-cycloalkyl-C^- 
35 alkyl, 
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E is a 3 to 9 membered mono- or bicyclic ring which may optionally contain one or two dou- 
ble bonds and which may optionally contain one or two heteroatoms selected from nitrogen, 
oxygen and sulfur, wherein one or two groups R 23 and R 24 may be attached to the same or 
5 different ring carbon atoms and wherein a group R 31 may be attached to a ring nitrogen atom 
when present, or 




wherein 

10 

m and p independently are 0, 1 , 2, 3 or 4, with the proviso that when both m and p are pre- 
sent in the same formula at least one of m and p is different from 0, 
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R 23 and R 24 independently are 

• hydrogen, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3 , -OR 38 , -NR 36 R 37 , 
-SR 36 , -SfOJR 36 , -SCOJzR 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , 
-OCH 2 C(0)NR 36 R 37 , -C(0)R 36 or-C(0)OR 36 , 

• C^-alkyl, C^-alkenyl or C^-alkynyl, 

which may optionally be substituted with one or more substituents selected from 
-CHF 2> -CF 3l -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2> -SCF 3 , -OR 36 , -NR^R 37 , 
-SR 36 , -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 , -NR 36 C(0)R 37 . 
-OCH 2 C(0)NR 36 R 37 , -C(0)R* and -C(0)OR 36 . 

• C 3 .8-cycloalkyl, C 3 ^-cycloalkylidene, C 4 ^-cycloalkenyl, heterocyclyl, C^-cycloalkyl- 
Ci-e-alkyl, C 3 ^-cycloalkyl-C 2 ^-alkenyl, C 3 _ 8 -cycloalkyl-C 2 _ 6 -alkynyl, C 4 ^-cycloalkenyl- 
C^-alkyl, C4-8-cycloalkenyl-C 2 ^-alkenyl, C 4 ^-cycloalkenyl-C 2 ^-alkynyl, heterocyclyl- 
C^-alkyl, heterocyclyl-C 2< -alkenyl or heterocyclyl-C 2 _e-alkynyl, 

of which the cyclic moieties optionally may be substituted with one or more sub- 
stituents selected from 

-CHF 2 , -CF 3 . -OCF 3l -OCHF 2> -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3 , -OR 36 , -NR 36 R 37 , 
-SR 36 , -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 .R 37 , -NR 36 C(0)R 37 , 
-OCH 2 C(0)NR 36 R 37 , -C(0)R 36 and -C(0)OR 36 , 

C^-alkyl, C 2< -alkenyl and C 2 -e-alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 36 , -NR^R 37 , -SR 36 , -SfOJR 36 , -SfOkR 36 , -C(0)NR 36 R 37 , 
-OCfOJNR^R 37 , -NR 36 C(0)R 37 , -OCHzCfOJNR^R 37 , -C(0)R 36 and 
-CfOJOR 36 , 
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• aryl, aryloxy, aroyl, aryl-C^-alkoxy, aryl-d^-alkyl, aryl-C^-alkenyl, aryl-C 2 ^-alkynyl p het- 
eroaryl, heteroaryl-C^-alkyl, heteroaryl-C 2 ^-aikenyl or heteroaryl-C 2 ^-alkynyl, 

of which the aryl and heteroaryl moieties optionally may be substituted with one 
5 or more substituents selected from 



halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2l -OCH 2 CF 3l -OCF 2 CHF 2l 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 36 , -NR^R 37 , -SR 36 , -NR 36 S(0) 2 R 37 , -S(0) 2 NR 36 R 37 , 
-S(0)NR 36 R 37 , -StOJR 38 , -SfO^R 36 , -OSfO^R 36 , -CfOJNR^R 37 , -OC(0)NR 36 R 37 , 
10 -NR 36 C(0)R 37 , -CH 2 C(0)NR 36 R 37 ? -CH 2 C(0)NR 36 R 37 , -CH 2 OR 36 , -CH 2 NR 36 R 37 , 

-OC(0)R 36 , -C(0)R 36 and -C(0)OR 36 , 



C^-alkyl, C 2 ^-alkenyl and C 2 -e-alkynyl, 

15 which may optionally be substituted with one or more substituents se- 

lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 38 , -NR 36 R 37 , -SR 36 , -SCOJR 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 t 
-0C(0)NR 36 R 37 , -NR 36 C(0)R 37 t -OCH 2 C(0)NR 36 R 37 , -C(0)R 36 and 
-C(0)OR 36 , 

20 

wherein R 36 and R 37 independently are hydrogen, C^-alkyl or aryl, 

of which the aryl moiety optionally may be substituted with one or more substitu- 
ents selected from halogen, -CN, -CF 3 , -OCF 3 , -N0 2l -OR 38 , -NR^R 39 and 
25 C^-alkyl, 

wherein R 38 and R 39 independently are hydrogen or C^-alkyl, 



or R 36 and R 37 when attached to the same nitrogen atom together with the said nitrogen atom 
30 may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

or R 23 and R 24 when attached to the same ring carbon atom or different ring carbon atoms 
35 together may form a radical -O-(CH 2 ) t -CR 40 R 41 -(CH 2 )rO-, -(CH 2 ) r CR 40 R 41 -(CH 2 )r or 



WO OO/69810 



PCT/DK00/00264 



15 

-S-(CH 2 ) r CR 40 R 41 -(CH 2 ) r S-, 
wherein 

5 t and I independently are 0, 1 , 2, 3, 4 or 5, 

R 40 and R 41 independently are hydrogen or C^-alkyl, 

R 25 to R 30 independently are hydrogen, halogen, -CN, -CF 3 , -N0 2 , -OR 42 , -NR 42 R 43 , C^-alkyl, 
10 C^-cycloalkyl or C 4 ^-cycloalkenyl, 

wherein R 42 and R 43 independently are hydrogen or C^-atkyl, or 

R 42 and R 43 when attached to the same nitrogen atom together with the said nitrogen atom 
15 may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

R 31 , R 32 and R 33 independently are hydrogen or C^-alkyl, 

20 

R 34 and R 35 independently are 

• hydrogen, C^-alkyl, C^-alkoxy, C^-alkanoyl, -C(0)NR 44 R 45 or -S(0) 2 R 45 , 

25 • aryl, aroyl, aryl-C^-alkoxy, aryl-C^-alkanoyl or aryl-C^-alkyl, 

of which the aryl moieties optionally may be substituted with one or more sub- 
stituents selected from halogen, -CN, -CF 3 , -OCF 3f -OR 44 , -NR 44 R 45 and d^-alkyl, 

30 wherein R 44 and R 45 independently are hydrogen or Ci_e-alkyl, or 

R 34 and R 35 when attached to a carbon atom together with the said carbon atom may form a 
3 to 8 membered cyclic ring optionally containing one or two heteroatoms selected from ni- 
trogen, oxygen or sulfur, and optionally containing one or two double bonds, or 
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R 34 and R 35 when attached to a nitrogen atom together with the said nitrogen atom may form 
a 3 to 8 membered heterocyclic ring optionally containing one or two further heteroatoms se- 
lected from nitrogen, oxygen or sulfur, and optionally containing one or two double bonds, 

5 as well as any optical or geometric isomer or tautomeric form thereof including mixtures of 
these or a pharmaceutical^ acceptable salt thereof. 



The compounds according to the invention preferably have an IC50 value of no greater than 5 
^iM as determined by the Glucagon Binding Assay (I), Glucagon Binding Assay (II) or 
10 Glucagon Binding Assay (III) disclosed herein. 



More preferably, the compounds according to the invention have a glucagon antagonistic ac- 
tivity as determined by the Glucagon Binding Assay (I), Glucagon Binding Assay (II) or Glu- 
cagon Binding Assay (III) disclosed herein corresponding to an IC 5 o value of less than 1 jiM, 
15 preferably of less than 500 nM and even more preferred of less than 100 nM. 



The compounds according to the invention are useful for the treatment and/or prevention of 
an indication selected from the group consisting of hyperglycemia, IGT (impaired glucose 
tolerance), Type 2 diabetes, Type 1 diabetes and obesity. 

20 

In a further aspect the invention relates to compounds of the general formula (I*): 



V Y 



E 

N^D 



Y x 



(I") 



25 wherein 



V is -C(0)OR 2 , -C(0)NR 2 R 3 , -C(0)NR 2 OR 3 , 




30 wherein 
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R 2 and R 3 independently are hydrogen or C^-alkyl, 
R 4 is hydrogen, halogen, -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 5 , -NR 5 R 6 or C^-alkyl, 

5 

wherein R 5 and R 6 independently are hydrogen or C^-alkyl; 
A is 

R\ 7 r9 r\ r 9 

— (CH 2 ) n (V )b NR 7 . _^- ( CH 2 )— NR 7 

10 

wherein 
b is Oor 1, 

15 

n is 0, 1,2 or 3, 
R 7 is hydrogen, d-e-alkyl or C^-cycloalkyl-d^alkyl, 
20 R 8 and R 9 independently are hydrogen or C^-alkyl; 
Y is -C(O)-, -S(0) 2 - or -0-; 

Z is phenylene or a divalent radical derived from a 5 or 6 membered heteroaromatic ring con- 
25 taining 1 or 2 heteroatoms selected from nitrogen, oxygen and sulfur, 

which may optionally be substituted with one or more substituents selected from 
halogen, -CN, -CF 3 , -OCF 3 , ~N0 2 , -OR 10 , -NR 10 R 11 and C^-alkyl, 

30 wherein R 10 and R 11 independently are hydrogen or C^-alkyl; 



Rt R 

-^V(CH 2 )— 



or 



I (t 



(CH 2 ) n 



or -A-Y-Z- together is 
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— CH 2 — CH 2 —N. 




R 1 is hydrogen or d^-alkyl; 



5 Xis 



O 



(CR 13 R 14 )-(CH 2 )- 



g=C-(CR 13 R ,4 ) r -(CH 2 )- 



Q O 
(CH,)— N IL 



2/q L_(CR 13 R ,4 ) r -(CH 2 )- _ 

R 12 



-L(CR ,3 R 14 )-(CH 2 ) S - , 



o o 

JL(CH 2 )— N— L 0-(CR 13 R 14 ) r -(CH 2 ) s - 



.12 



(CH 2 )-N-(CR ,3 R 14 )-(CH 2 )- , 



»12 



o o 

^-(CH.)— N— "-N-(CR 13 R 14 ) r -(CH 2 ) s - 



2 q I ! 

R 12 R 15 



— S-(CR 13 R 14 )— (CH 2 ) S - 



1 



N u (CR 13 R 14 )— (CH 2 )— , 



R 



12 



0-(CR 13 R 14 )— (CH 2 ) S , 



-(CH 2 )— N-(CR 13 R ,4 ) r -(CH 2 ) s - 



>12 



(CR 13 R 14 ) r -(CH 2 ) s - , 



NH 



-(CH 2 )-(CR 13 R 14 ) r -(CH 2 )- 



12 



N (CR 13 R 14 )-(CH 2 ) S - 



or 



NH 



-"-(CHA— N-(CR 13 R ,4 ) r -(CH 2 )— O- 
R 12 



wherein 



10 



r is 0 or 1 , 
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q and s independently are 0, 1, 2 or 3, 

R 12 , R 13 , R 14 and R 15 independently are hydrogen or C^-alkyl; 

5 

D is 




10 wherein 

W is -O-, -S- or -NR 20 -, 

wherein R 20 is hydrogen or C^-alkyl, 

15 

R' 6 , R 17 , R 18 and R 19 independently are 

hydrogen, halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 21 , -NR 21 R 22 , -SR 21 , -NR 21 S(0) 2 R 22 , -S(0) 2 NR 21 R 22 , 
20 -S(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , -OS(0) 2 R 21 , -CfOJNR^R 22 , -OqONR^R 22 , 

-NR 21 C(0)R 22 , -CH 2 C(0)NR 21 R 22 , -OCH 2 C(0)NR 21 R 22 , -CH 2 OR 21 , -CH 2 NR 2, R 22 , -OC(0)R 21 , 
-C(0)R 21 or -C(0)0R 2, 1 



d^-alkyl, C 2 ^-alkenyl or C 2< -alkynyl, 
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which may optionally be substituted with one or more substituents selected from - 
CHF 2 , -CF 3 , -OCF3, -OCHF2, -OCH 2 CF 3 , -OCF 2 CHF 2l -SCF 3 , -OR 21 , -NR^R 22 , 
-SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , -OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , 
5 -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and -C(0)OR 21 , 

C3^-cycloalkyl, C w -cycloalkenyl, heterocyclyl, C3^-cycloalkyl-Ci^-alkyl, 
C 3 ^-cycloalkyl-C 2 ^-alkenyl, C^-cycloalkyl-C^-alkynyl, C^-cycloalkenyl-C^-alkyl, 
C^-cycloalkenyl-C^-alkenyl, C M -cycloalkenyl-C 2 ^-alkynyl, heterocyclyl-C^-alkyl, heterocy- 
10 clyl-C 2 _6-alkenyl or heterocyclyl-C 2 _6-alkynyl, 

of which the cyclic moieties optionally may be substituted with one or more sub- 
stituents selected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 21 , -NR^R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , 
15 -OCfOJNR^R 22 , -NR 21 C(0)R 22 , -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and -C(0)OR 21 , 

Ct^-alkyl, C 2 ^-alkenyl and C 2 ^-alkynyl, 

which may optionally be substituted with one or more substituents se- 
20 lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 

-SCF 3 , -OR 21 , -NR^R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , 
-OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and 
-C(0)OR 21 , 

25 aryl, aryloxy, aroyl, aryl-C^-alkoxy, aryl-C^-alkyl, aryl-C 2 ^-alkenyl, aryl-C 2< -alkynyl, het- 
eroaryl, heteroaryl-C^-alkyl, heteroaryl-C^-alkenyl or heteroaryl-C 2< -alkynyl, 

of which the aryl and heteroaryl moieties optionally may be substituted with one 
or more substituents selected from halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3 , 
30 -OCHF 2 . -OCH 2 CF 3 , -OCF 2 CHF 2 , -OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 21 . -NR 21 R 22 , 

-SR 21 , -NR 21 S(0) 2 R 22 , -S(0) 2 NR 21 R 22 , -S(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , 
-OS(0) 2 R 21 , -C(0)NR 21 R 22 , -OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , -CH 2 0(O)NR 21 R 22 , 
-OCH 2 C(0)NR 21 R 22 , -CH 2 OR 21 , -CH 2 NR 21 R 22 , -OC(0)R 21 , -C(0)R 21 and 
-C(0)OR 21 , 



35 
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Ci-e-alkyl, C 2 .6-alkenyl and CWalkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2> -CF 3 , -OCF 3 , -OCHF 2l -OCH 2 CF 3 , -OCF 2 CHF 2 , 
5 -SCF 3 , -OR 21 , -NR^R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 2 \ -C(0)NR 21 R 22 f 

-OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and 
-C(0)OR 21 , 

wherein R 21 and R 22 independently are hydrogen or Ci-e-alkyl, or R 21 and R 22 when attached 
10 to the same nitrogen atom together with the said nitrogen atom may form a 3 to 8 membered 
heterocyclic ring optionally containing one or two further heteroatoms selected from nitrogen, 
oxygen and sulfur, and optionally containing one or two double bonds, 

or two of the groups R 16 to R 19 when placed in adjacent positions together may form a bridge 
1 5 -OCH 2 0- or -OCH 2 CH 2 0-; 

E is a 3 to 9 membered mono- or bicyclic ring which may optionally contain one or two dou- 
ble bonds and which may optionally contain one or two heteroatoms selected from nitrogen, 
oxygen and sulfur, wherein one or two groups R 23 and R 24 may be attached to the same or 
20 different ring carbon atoms and wherein a group R 31 may be attached to a ring nitrogen atom 
when present, or 
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wherein 

5 m and p independently are 0, 1 , 2, 3 or 4, 

R 23 and R 24 independently are hydrogen, -CHF 2 , -CF 3 , -OCF 3f -OCHF 2 , -0CH 2 CF 3l 
-0CF 2 CHF 2 , -SCF 3 , -OR 36 , -NR^R 37 , -SR 36 , -S(0)R 36 , -SfOfcR 36 , -C(0)NR 36 R 37 , 
-OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , -OCH 2 C(0)NR 36 R 37 , -C(0)R 36 or -C(0)OR 36 , 

10 

d-e-alkyl, C 2 ^-alkenyl or C^-alkynyl, 

which may optionally be substituted with one or more substituents selected from - 
CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3 , -OR 36 , -NR^R 37 , 
15 -SR 38 , -S(0)R 36 , -SCO^R 36 , -C(0)NR 36 R 37 , -OC(0)NR 38 R 37 , -NR 3e C(0)R 37 , 

-OCH 2 C(0)NR 38 R 37 , -C(0)R 36 and -C(0)0R 36 , 

C^-cycloalkyl, C^-cycloalkenyl, heterocyclyl, C^-cycloalkyl-C^-alkyl, 
C^-cycloalkyl-CWalkenyl, C^-cycloalkyl-C^-alkynyl, C^-cycloalkenyl-Ci^-alkyl, 
20 C 3 ^-cycloalkenyl-C 2 ^-alkenyl, C^-cycloalkenyl-C^-alkynyl, heterocyclyl-C^-alkyl, heterocy- 
clyl-C 2 ^-alkenyl or heterocyclyl-C^-alkynyl, 
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of which the cyclic moieties optionally may be substituted with one or more sub- 
stituents selected from -CHF 2 , -CF 3 , -OCF 3 . -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 36 , -NR^R 37 , -SR 36 , -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , 
-OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , -OCH^OJNR^R 37 , -C(0)R 36 and -C(0)OR", 

d-e-alkyl, C 2 _e-alkenyl and C 2 ^-alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 36 , -NR^R 37 , -SR 36 , -S(0)R 36 . -S(0) 2 R 36 , -C(0)NR 36 R 37 , 
-OC(0)NR 36 R 37 , -NR^CfOJR 37 , -OCH.CfPJNR^R 37 , -C(0)R 36 and 
-C(0)OR 36 , 

aryl, aryloxy, aroyl, aryl-C^-alkoxy, aryl-C^-alkyl, aryl-C 2 .©-alkenyl, aryl-C 2 ^-alkynyl, het- 
eroaryl, heteroaryl-C^-alkyl, heteroaryl-C 2 ^-alkenyl or heteroaryl-C 2 . 6 -alkynyl, 

of which the aryl and heteroaryl moieties optionally may be substituted with one 
or more substituents selected from halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3 , 
-OCHF 2> -OCH 2 CF 3 , -OCF 2 CHF 2 , -OS(0) 2 CF 3l -SCF 3 , -N0 2 , -OR 36 , -NR 3B R 37 , 
-SR 36 , -NR 36 S(0) 2 R 37 , -S(0) 2 NR 36 R 37 , -SfpjNR^R 37 . -S(0)R 36 , -S(0) 2 R 36 , 
-OSCO^R 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 . -NR 36 C(0)R 37 , -CH 2 C(0)NR 36 R 37 , 
-CHzCCOJNR^R 37 , -CH 2 OR 36 , -CH 2 NR 36 R 37 , -OC(0)R 36 , -CfOJR 36 and -CfOJOR 36 , 

d^-alkyl, C 2< -alkenyl and C 2< -alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3 , -OR 36 , -NR^R 37 , -SR 36 . -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , 
-OC(0)NR 36 R 37 , -NR 36 C(0)R 37 . -OCHzCfOJNR^R 37 , -C(0)R 36 and 
-CCOJOR 36 , 

wherein R 36 and R 37 independently are hydrogen, C^-alkyl or aryl, 



WO OO/69810 



PCT/DK00/00264 



24 

of which the aryl moiety optionally may be substituted with one or more substitu- 
ents selected from halogen, -CN, -CF 3 , -OCF 3 , -N0 2l -OR 38 , -NR 38 R 39 and 
d-e-alkyl, 

5 wherein R 38 and R 39 independently are hydrogen or d-e-alkyl, 

or R 36 and R 37 when attached to the same nitrogen atom together with the said nitrogen atom 
may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
10 double bonds, 

or R 23 and R 24 when attached to the same ring carbon atom or different ring carbon atoms 
together may form a radical -O-(CH 2 ) r CR 40 R 41 -(CH 2 ) r O-, -(CH 2 ) r CR 40 R 41 -(CH 2 ) r or 
-S-(CH 2 ) r CR 40 R 41 -(CH 2 )rS-, 

15 

wherein 

t and I independently are 0, 1 , 2, 3, 4 or 5, 

20 R 40 and R 41 independently are hydrogen or C^-alkyl, 

R 25 to R 30 independently are hydrogen, halogen, -CN, -CF 3 , -N0 2 , -OR 42 , -NR 42 R 43 , C^-alkyl 
or C^-cycloalkyl, 

25 wherein R 42 and R 43 independently are hydrogen or C^-alkyl, 

R 31 , R 32 and R 33 independently are hydrogen or C^-alky!, 

R 34 and R 35 independently are hydrogen, C^-alkyl, C^-alkoxy, C^-alkanoyl, -CCOjNR^R 45 
30 or-S(0) 2 R 45 , 

aryl, aroyl, aryl-C^-alkoxy, aryl-C^-alkanoyl or aryl-C^-alkyl, 



35 



of which the aryl moieties optionally may be substituted with one or more sub- 
stituents selected from halogen, -CN, -CF 3 , -OCF 3t -OR 44 . -NR^R 45 and C^-alkyl, 
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wherein R 44 and R independently are hydrogen or C^-alkyl, 

or R 34 and R 35 when attached to the carbon atom together with the said carbon atom may 
5 form a 3 to 8 membered cyclic ring optionally containing one or two heteroatoms selected 
from nitrogen, oxygen or sulfur, and optionally containing one or two double bonds, 

or R 34 and R 35 when attached to the nitrogen atom together with the said nitrogen atom may 
form a 3 to 8 membered heterocyclic ring optionally containing one or two further heteroa- 
10 toms selected from nitrogen, oxygen or sulfur, and optionally containing one or two double 
bonds; 

as well as any optical or geometric isomer or tautomeric form thereof including mixtures of 
these or a pharmaceutical^ acceptable salt thereof; 

15 

having an IC 50 value of no greater than 5 as determined by the Glucagon Binding Assay 
(I), Glucagon Binding Assay (II) or Glucagon Binding Assay (III) disclosed herein. 

By a compound of the general formula (I') having an IC50 value of no greater than 5 as de- 
20 termined by the Glucagon Binding Assay (I), Glucagon Binding Assay (II) or Glucagon Binding 
Assay (III) is meant any compound of the defined formula having such activity, without limitation 
to any utility or usefulness for treating any specific indication. 

In a further aspect the invention relates to compounds of the general formula (!"): 



25 




wherein 
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V is -C(0)OR 2 . -C(0)NR 2 R 3 , -C(0)NR 2 OR 3 , -S(0) 2 OR 2 , 




wherein 

5 

R 2 and R 3 independently are hydrogen or C^-alkyl, 
R 4 is hydrogen, halogen, -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 5 , -NR 5 R 6 or Ci_6-alkyl, 
10 wherein R 5 and R 6 independently are hydrogen or C^-alkyl, 
A is 

R 8 R 9 

\ / 

— (CH 2 ) n fr\ NR- 

15 

wherein 
b is 0 or 1, 
20 n is 0,1, 2 or 3, 

R 7 is hydrogen, C^-alkyl or C^-cycloalkyl-Ci-e-alkyl, 
R 8 and R 9 independently are hydrogen or C^-alkyl, 

25 

Y is -C(O)-, -S(0) 2 -, -O- or a valence bond, 

Z is phenylene or a divalent radical derived from a 5 or 6 membered heteroaromatic ring con- 
taining 1 or 2 heteroatoms selected from nitrogen, oxygen and sulfur, 
30 which may optionally be attached to one or two groups R 46 and R 47 selected from 

hydrogen, halogen, -CN, -CF 3 , -OCF 3 , -N0 2l -OR 10 , -NR 10 R 11 and C^-alkyl, 



R\ R* 



X-(CH 2 ) n — NR 7 — 



ll R° 

-eV(CH 2 ) n — 



I u 



(CH 2 ) n 
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wherein R 10 and R 11 independently are hydrogen or C^-alkyl, 

or -A-Y-Z- together are 
O 




R 1 is hydrogen or C^-alkyl, 
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Xis 



-(CR 13 R 14 )-(CH 2 )- 



1 



< CH a)-S = S" (CRl3Rl V (CH A- 



O O 

-"-(O-y— N— (CR 13 R 14 ) r -(CH 2 ) s - 



12 



(CR 13 R 14 ) r -(CH 2 )- , 



0 0 S 

-"-(CHA— N— L 0 -(CR 13 R 14 ) r -(CH 2 )- t 

\12 



(CH 2 ) q — N-(CR ,3 R 14 )-(CH 2 )- , 



i(CH 2 )— N— ^N-(CR 13 R 14 ) r -(CH 2 ) s — , ^ S ^-(CR 13 R ,4 )-(CH 2 ) S - . 
R 12 R 15 



N " (CR 13 R 14 )— (CH 2 )— 



L12 



-0-(CR 13 R 14 )— (CH 2 ) S — , 



-(CH 2 )— N-(CR 13 R 14 ) r -(CH 2 ) s - 
R 12 



• ir -(CR 13 R 14 )-(CH 2 ) s - 
NH 



-(CH 2 )-(CR 13 R 14 ) r -(CH 2 ) s - 



12 



N (CR 13 R 14 )-(CH 2 ) S — 



NH 



(CH 2 )— N-(CR 13 R 1 V(CH 2 )— O- 



12 



-(CR 13 R 14 )^0-(CH 2 ) s - 



O O O 

-^(CH,)— S-(CR 13 R 14 )— (CH 2 )- or - U -(CH 2 ) q - J (CR 13 R 14 ) r -(CH 2 )- 



5 wherein 



r is 0 or 1 , 



q and s independently are 0, 1 , 2 or 3, 



10 
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R 12 , R 13 , R 14 and R 15 independently are hydrogen or C 14r alkyl, 
D is 




wherein 

W is -O-, -S-, -S(0) 2 - or -NR 20 -, 
W is =CR 20- - or =N-, 

R 20 and R 20 ' are hydrogen, C^-alkyl or C^-cycloalkyl-d^-alkyl, 
R ie R 17 R 18 and R i9 independently are 

• hydrogen, halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 . -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 21 , -NR 21 R 22 , -SR 21 , -NR 21 S(0) 2 R 22 , -SfOkNR^R 22 , 
-SfOJNR^R 22 , -S(0)R 21 , -S(0) 2 R 21 . -OS(0) 2 R 21 , -CCOJNR^R 22 , -OC(0)NR 21 R 22 , 



WO OO/69810 



PCT/DKOO/00264 



30 

-NR^CfOJR 22 , -CH 2 C(0)NR 21 R 22 , -OCH 2 C(0)NR 21 R 22 , -CH 2 OR 21 , -CH 2 NR 21 R 22 , 
-0C(0)R 21 , -C(0)R 21 or-C(0)OR 21 , 

C^-alkyl, C 2 ^-alkenyl or C^-alkynyl, 

which may optionally be substituted with one or more substituents selected from 
-CHF 2 , -CF 3 , -OCF3, -OCHF 2f -OCH 2 CF 3> -OCF 2 CHF 2 , -SCF 3 , -OR 21 , -NR^R 22 , 
-SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , -OCfOJNR^R 22 , -NR 21 C(0)R 22 , 
-OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and -C(0)OR 21 , 

C 3 -8-cycloalkyl, C^-cycloalkenyl, heterocyclyl, Cs-s-cycloalkyl-C^-alkyl, C^-cyclo- 
alkyl-C^-alkoxy, C 3 ^-cycloalkyloxy f C^-cycloalkyl-C^-alkylthio, C 3 ^-cycloalkylthio, 
C 3 ^cycloalkyl-C 2 -6-alkenyl, C^-cycloalkyl-C^-alkynyl, C^-cycloalkenyl-C^-alkyl, 
C^-cycloalkenyl-C^-alkenyl, C 3 ^-cycloalkenyl-C 2 ^atkynyl, heterocyclyl-C^-alkyl, het- 
erocyclyl-C 2 ^-alkenyl or heterocyclyl-C 2 ^-alkynyl t 

of which the cyclic moieties optionally may be substituted with one or more sub- 
stituents selected from 

-CHF 2 , -CF 3 , -OCF 3 , -OCHF 2l -OCH 2 CF 3 , -OCF 2 CHF 2l -SCF 3 , -OR 21 , -NR 21 R 22 , 
-SR 21 , -S(0)R 2 \ -S(0) 2 R 21 , -C(0)NR 21 R 22 , -OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , 
-OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and -C(0)OR 21 , 

C^-alkyl, C 2 ^-alkenyl and C 2 ^-alkynyl, 

which may optionally be substituted with one or more substituents. se- 
lected from -CHF 2 , -CF 3 , -OCF 3l -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3l -OR 21 , -NR^R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , 
-OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , -OCFhCfOJNR^R 22 , -C(0)R 21 and 
-C(0)OR 21 , 

aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-C^-alkoxy, aryl-C^-alkyl, aryl-C^-alkenyl, aryl- 
C 2 ^-alkynyl, heteroaryl, heteroaryl-C^-alkyl, heteroaryl-C^-alkenyl or heteroaryl- 
C 2 -6-alkynyl, 
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of which the aryl and heteroaryl moieties optionally may be substituted with one 
or more substituents selected from 

halogen, -CN, -CH 2 CN, -CHF 2> -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2t 
5 -0S(0) 2 CF 3 , -SCF 3l -N0 2 , -OR 21 , -NR 21 R 22 , -SR 21 , -NR 21 S(0) 2 R 22 , -SfO^NR^R 22 , 

-S(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , -OS(0) 2 R 21 , -C(0)NR 21 R 22 , -OC(0)NR 21 R 22 , 
-NR 21 C(0)R 22 , -CH 2 C(0)NR 21 R 22 , -OCH 2 C(0)NR 21 R 22 , -CH 2 OR 2 \ -CH 2 NR 21 R 22 , 
-0C(0)R 21 , -C(0)R 21 and -C(0)OR 21 , 

10 C^-alkyl, C 2 ^-alkenyl and C^-alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3| -OR 21 , -NR 21 R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -CfOJNR^R 22 , 
15 -OC^NR^R 22 , -NR 21 C(0)R 22 , -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and 

-C(0)OR 21 , 

wherein R 21 and R 22 independently are hydrogen, -CF 3( C^-alkyl, tri-C^-alkylsilyl, C 3 ^-cyclo- 
alkyl, C^-cycloalkyl-C^-alkyl, aryl, aryl-C^-alkyl or heteroaryl, or R 21 and R 22 when at- 
20 tached to the same nitrogen atom together with the said nitrogen atom may form a 3 to 8 
membered heterocyclic ring optionally containing one or two further heteroatoms selected 
from nitrogen, oxygen and sulfur, and optionally containing one or two double bonds, 

or two of the groups R 16 to R 19 when placed in adjacent positions together may form a bridge 
25 -(CR 16 'R 17 VO-(CR 18 'R 19 ) c -0-, 

wherein 

a is 0, 1 or 2, 

30 

c is 1 or 2, 

R 16 ', R 17 ', R 18 ' and R 19 ' independently are hydrogen, C^-alkyl or halogen, 
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E is a 3 to 9 membered mono- or bicyclic ring which may optionally contain one or two dou- 
ble bonds and which may optionally contain one or two heteroatoms selected from nitrogen, 
oxygen and sulfur, wherein one or two groups R 23 and R 24 may be attached to the same or 
different ring carbon atoms and wherein a group R 31 may be attached to a ring nitrogen atom 
5 when present, or 

R 25 R 23 

w ■ y> . . jj . -u . <u, 

(CHR 32 ) m 




wherein 

10 m and p independently are 0, 1 , 2, 3 or 4, with the proviso that when both m and p are pre- 
sent in the same formula at least one of m and p is different from 0, 

R 23 and R 24 independently are 
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hydrogen, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2l -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3 , -OR 38 , -NR 36 R 37 , 
-SR 36 , -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 , -NR 38 C(0)R 37 , 
-OCH 2 C(0)NR 36 R 37 t -C(0)R* or -C(0)OR 36 , 

C^-alkyl, C 2 _ 6 -alkenyl or C^-alkynyl, 

which may optionally be substituted with one or more substituents selected from 
-CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2( -SCF 3 , -OR 36 , -NR 36 R 37 , 
-SR 36 , -S^R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , -OC(0)NR 38 R 37 , -NR 36 C(0)R 37 , 
-0CH 2 C(0)NR 36 R 37 , -CfOJR 36 and -C(0)OR 38 , 

C 3 ^-cycloalkyl, C^-cycloalkylidene, C^-cycloalkenyl, heterocyclyl, C^-cycloalkyl- 
d^-alky!, Cs4-cycloalkyl-C 2 -6-alkenyl, C^-cycloalkyl-C^e-alkynyl, C^-cycloalkenyl- 
Ci^-alkyl, C 3 ^cycloalkenyl-C 2 ^-alkenyl, C 3 ^-cycloalkenyl-C 2 -6-alkynyl, heterocyclyl- 
C^-alkyl, heterocyclyl-C 2 _6-alkenyl or heterocyclyl-C^-alkynyl, 

of which the cyclic moieties optionally may be substituted with one or more sub- 
stituents selected from 

-CHF 2 , -CF 3 , -OCF3, -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2f -SCF 3 , -OR 36 , -NR 38 R 37 , 
-SR 38 , -S(0)R 38 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , 
-OCH 2 C(0)NR 38 R 37 , -C(0)R 38 and -C(0)OR 36 , 

C^-alkyl, C 2 ^-alkenyl and C 2 ^-alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3l -OCF 2 CHF 2 , 
-SCF 3 , -OR 38 , -NR 36 R 37 , -SR 36 , -SCOJR 38 , -S(0) 2 R 36 , -C(0)NR 38 R 37 , 
-OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , -OCH 2 C(0)NR 38 R 37 , -C(0)R 38 and 
-C(0)OR 36 , 

aryl, aryloxy, aroyl, aryl-C^-alkoxy, aryl-C^-alkyl, aryl-C 2 ^-alkenyl, aryl-C 2 ^-alkynyl, het- 
eroaryl, heteroaryl-Ci-e-alkyI, heteroaryl-C 2 -6-alkenyl or heteroaryl-C^-alkynyl, 
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of which the aryl and heteroaryl moieties optionally may be substituted with one 
or more substituents selected from 

halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3l -OCF 3 , -OCHF 2> -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 36 , -NR 36 R 37 , -SR 36 , -NR^SfO^R 37 , -S(0) 2 NR 36 R 37 , 
-S(0)NR 36 R 37 , -S(0)R 36 , -S(0) 2 R 36 , -OS(0) 2 R 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 , 
-NR^CfOJR 37 , -CH 2 C(0)NR 36 R 37 , -CH 2 C(0)NR 36 R 37 , -CH 2 OR 36 , -CH 2 NR 36 R 37 , 
-OC(0)R 36 , -CfOJR 36 and -C(0)OR 36 , 

C^-alkyl, C 2 ^-alkenyl and C 2j6 -alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3t -OCHF 2 , -OCH 2 CF 3l -OCF 2 CHF 2l 
-SCF 3 , -OR 36 , -NR 36 R 37 , -SR 36 , -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , 
-OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , -OCH 2 C(O)NR 30 R 37 , -C(0)R 36 and 
-C(0)OR 36 , 

wherein R 36 and R 37 independently are hydrogen, C^-alkyl or aryl, 

of which the aryl moiety optionally may be substituted with one or more substitu- 
ents selected from halogen, -CN, -CF 3 , -OCF 3t -N0 2 , -OR 38 , -NR^R 39 and 
C^-alkyl, 

wherein R 38 and R 39 independently are hydrogen or C^-alkyl, 

or R 36 and R 37 when attached to the same nitrogen atom together with the said nitrogen atom 
may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

or R 23 and R 24 when attached to the same ring carbon atom or different ring carbon atoms 
together may form a radical -O-(CH 2 ) r CR 40 R 41 -(CH 2 ),-O-, -(CH 2 ) r CR 40 R 41 -(CH 2 )r or 
-S-(CH 2 ) r CR 40 R 41 -(CH 2 ) r S-, 
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wherein 

t and I independently are 0, 1, 2, 3, 4 or 5, 

5 R 40 and R 41 independently are hydrogen or Ci_6-alkyl, 

R 25 to R 30 independently are hydrogen, halogen, -CN, -CF 3 , -N0 2 , -OR 42 , -NR 42 R 43 , C^-alkyl, 
C^-cycloalkyl or C^-cycloalkenyl, 

10 wherein R 42 and R 43 independently are hydrogen or C^-alkyl, or 

R 42 and R 43 when attached to the same nitrogen atom together with the said nitrogen atom 
may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
15 double bonds, 

R 31 , R 32 and R 33 independently are hydrogen or d-e-alkyl, 

R 34 and R 35 independently are 

20 

• hydrogen, d-e-alkyl, C^-alkoxy, d-e-alkanoyl, -CfOJNR^R 45 or -S(0) 2 R 45 , 

• aryl, aroyl, aryl-d-6-alkoxy, aryl-C^-alkanoyl or aryl-d-e-alkyl, 

25 of which the aryl moieties optionally may be substituted with one or more substi- 

tuents selected from halogen, -CN, -CF 3f -OCF 3 , -OR 44 , -NR^R 45 and d-e-alkyl, 

wherein R 44 and R 45 independently are hydrogen or d-e-alkyl, or 

30 R 34 and R 35 when attached to the carbon atom together with the said carbon atom may form 
a 3 to 8 membered cyclic ring optionally containing one or two heteroatoms selected from 
nitrogen, oxygen or sulfur, and optionally containing one or two double bonds, or 

R 34 and R 35 when attached to the nitrogen atom together with the said nitrogen atom may 
35 form a 3 to 8 membered heterocyclic ring optionally containing one or two further heteroa- 
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toms selected from nitrogen, oxygen or sulfur, and optionally containing one or two double 
bonds, 

as well as any optical or geometric isomer or tautomeric form thereof including mixtures of 
5 these or a pharmaceutical^ acceptable salt thereof. 

In a preferred embodiment V is -C(0)OH, -S(0) 2 OH, -C(0)NHOH or 5-tetrazolyl, and more 
preferred -C(0)OH or 5-tetrazolyL 

10 In a preferred embodiment A is 



— nr— ch 2 — 

wherein R 7 is as defined for formula (I). 

15 

More preferred A is 

-<ch 2 > 2 -h— ^ CH 2 H > ~t\ or -H" 

20 In a preferred embodiment Y is -C(O)-. 

In another preferred embodiment Y is a valence bond. 
In a preferred embodiment Z is 

25 



— CH 2 — NR— , 



(CH 2 )— NR— , 





or 




,46 



wherein R 46 and R 47 are as defined for formula (I). 
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More preferably, Z is 




In a preferred embodiment R 1 is hydrogen. 
In another preferred embodiment R 1 is methyl. 
In a preferred embodiment X is 



O O 

— "— (CH,)- — N — — O (CR 13 R 14 )— (CH 2 )— -(CH 2 )-(CR 13 R 14 ) r (CH 2 )— 

R 12 

-N^-(CR 13 R 14 ) r -(CH 2 ) s -0- , -i. (C R 13 R 14 ) r -(CH 2 ) s , -S- ( CH 2 ) q —=^(CH 2 ) r 
R 12 

9 ? 12 o R 12 o 



-(CH 2 )— N— (CH 2 ) S — _1L_ (CH2) _^_- U_ ( cr 13 r 14 )— (CH 2 )- , 

o o o 

-N-"-(CH 2 )— , — lJ_o- ( CR 13 R 14 )-(CH 2 )- , -"-(CH,)— S— (CH 2 ) S - 

R 12 

JL 



N-(CR 13 R 14 )-(CH 2 )- , -^-(CH 2 ) q -(CR ,3 R 14 )-0-(CH 2 ) 9 - or 
R 12 



O R 12 



(CH 2 )— N— (CH 2 ) r O- ( 



wherein q, r, s, R 12 , R 13 and R 14 are as defined for formula (I). 
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More preferably. X is 



O O O 

JJ-ic^)— , — ^-c^c— , -"-(Cl-y— N— (CH 2 ) S — 



-(CH 2 ) q — N— L (CH 2 ) S . _U_ (C h 2 )_n-(CH 2 )— O— , 



(CH 2 ) S — , (CH 2 )^ N O (CH 2 )- , N (CH 2 )— 



O O 

-^(C^H — 0-(CH 2 )— . 0-(CH 2 ) s or 



-N-(CR 13 R 14 ) r - 

H 



5 wherein q is 0 or 1 , r is 0 or 1 , s is 0, 1 or 2, and R 1J is hydrogen or C^-alkyl. 

Even more preferably, X is -C(0)NH-, -C(0)NHCH 2 -, -C(0)NHCH(CH 3 )-, -C(0)NHCH 2 CH 2 -, 
-C(0)CH 2 -, -C(0)CH=CH-, -(CH 2 ) S -, -C(0)-, -C(0)0- or -NHC(O)-, wherein s is 0 or 1. 

10 Still more preferably, X is -C(0)NH-, -C(0)NHCH 2 -, -C(0)NHCH(CH 3 )-, -C(0)NHCH 2 CH 2 -. - 
C(0)CH 2 -, -(CH 2 )-, -C(0)- or -NHC(O)-. 

Of these X is preferably -C(0)NH- or -C(0)NHCH(CH 3 )-. 
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In a preferred embodiment D is 

R 16 R » R 18 R' 6 R\ O 

R ,a R" 7 ^ R" R 18 R ,7 ^^ 0 

x^',. ^0.; 

5 wherein R 16 , R 17 , R 18 , R 19 and R 20 are as defined for formula (I). 
More preferably, D is 




10 

wherein R 16 , R 17 . R 18 and R 20 are as defined for formula (I). 
In a preferred embodiment D is 

15 R ° 

wherein R 16 , R 17 and R 20 are as defined for formula (I). 
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More preferably, R 16 and R 17 are both hydrogen and R 20 is C^-alkyl or C^-cycloalkyl-C^- 
alkyl. Even more preferably, R 20 is cyclopropylmethyl, butyl or isopropyl, especially preferred 
isopropyl. 

5 

In another preferred embodiment D is 
s r16 o Rl6 

or JQ R « 

10 wherein R 16 and R 17 are as defined for formula (I). 
In yet another preferred embodiment D is 

R te 
R 

15 

wherein R 16 , R 17 and R 18 are as defined for formula (I). 

Preferably, R 18 , R 17 and R 18 are independently 

20 hydrogen, halogen, -CN, -N0 2l -CF 3 , -OCF 3 , hydroxy, -SCF 3 , d^-alkyl, C^-alkyl substituted 
with hydroxy, C^-alkyl substituted with -S(0) 2 R 2 \ C^-alkoxy, -S-C^-alkyl, -C(0)OR 21 , 
-C(0)R 21 , -CH 2 (0)R 2 \ -C(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , -S(0) 2 CF 3 , -S(0) 2 NR 21 R 22 , 
C^-cycloalkyl, C^-cycloalkyl-C^-alkoxy, C^-cycloalkyl-C^-alkylthio or C3^-cycloalkylthio, 

25 wherein R 21 and R 22 independently are hydrogen, C^-alkyl, tri-C^-alkylsilyl, C^-cycloalkyl, 
C^-cycloalkyl-d^-alkyl, phenyl, phenyl-CWalkyl, 2,3-dihydroindolyl or isoindolyl, or R 21 and 
R 22 together with the nitrogen atom to which they are attached form a piperidine ring, 

phenoxy, phenoxycarbonyl, phenyl, phenyl-C^-alkoxy, phenyl-d-e-alkyl, furanyl, tetrazolyl, 
30 benzoxazolyl or oxadiazolyl, of which the ring systems optionally may be substituted with 
halogen, -CN, -CF 3f -OCF 3 , -N0 2 , -C(0)OR 2 \ -OR 21 , -NR^R 22 or C^-alkyl, wherein R 21 and 
R 22 independently are hydrogen or C^-alkyl, or 
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wherein R 16 and R 17 in adjacent positions form the radical -0-CH 2 -0-, -CF 2 -0-CF 2 -0- or 
-O-CF2-CF2-O-, and R 18 is hydrogen. 

5 More preferably, R 16 , R 17 and R 18 are independently 

hydrogen, halogen, -CN, -N0 2 , -CF 3 , -OCF 3 , -SCF 3 , C^-alkyl, d^-alkyl substituted with hy- 
droxy, C^-alkyl substituted with -S(0) 2 R 2 \ C^-alkoxy, -S-C^-alkyl, -C(0)OR 21 , -C(0)R 21 , 
-CH 2 (0)R 21 , -C(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , -S(0) 2 CF 3 . -S(0) 2 NR 21 R 22 , C 3 *-cyclo- 
10 alkyl-C^-alkoxy, C^-cycloalkyl-C^-alkylthio or C3^-cycloalkylthio, 

wherein R 21 and R 22 independently are hydrogen, C^-alkyl, tri-C^-alkylsilyl, C^-cycloalkyl, 
C^-cycloalkyl-C^-alkyl, phenyl or 2,3-dihydroindolyl, or R 21 and R 22 together with the nitro- 
gen atom to which they are attached form a piperidine ring, 

15 

phenoxy, phenyl, benzyl, furanyl, tetrazolyl, benzoxazolyl or oxadiazolyl, of which the ring sys- 
tems optionally may be substituted with halogen, -C(0)OR 21 or C^-alkyl, wherein R 21 is hy- 
drogen or Ci-e-alkyl, or 

20 wherein R 16 and R 17 in adjacent positions form the radical -CF 2 -0-CF r O- or -0-CF 2 -CF 2 -0-, 
and R 18 is hydrogen. 

Even more preferably, R 16 , R 17 and R 18 independently are 

25 hydrogen, halogen, -CN, -N0 2 , -CF 3 , -OCF 3 , -SCF 3 , C^-alkyl, C^-alkyl substituted with hy- 
droxy, C^-alkoxy, -S-C^-alkyl, -C(0)OR 21 , -C(0)R 21 , -CH 2 (0)R 21 , -C(0)NR 21 R 22 , -S(0) 2 R 21 , 
-(0) 2 CF 3 or -SfOkNR^R 22 , 

wherein R 21 and R 22 independently are hydrogen, C^-alkyl, tri-C^-alkylsilyl, phenyl or 
30 2,3-dihydroindolyl, 

phenoxy, phenyl, benzyl, furanyl, tetrazolyl, benzoxazolyl or oxadiazolyl, of which the ring sys- 
tems optionally may be substituted with halogen, -C(0)OR 21 or C^-alky!, wherein R 21 is hy- 
drogen or Ci-e-alkyl, or 

35 
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wherein R 16 and R 17 in adjacent positions form the radical -CF 2 -0-CF 2 -0- or -0-CF 2 -CF 2 -O, 
and R 18 is hydrogen. 

Still more preferably, R 16 , R 17 and R 18 are independently hydrogen, halogen, -CN, -N0 2 , -CF- 
5 3 , -OCF 3 , -SCF 3 , C^-alkyl, C^-alkoxy, -S-C^-alkyl, -C(0)OCi^-alkyl, -S(0) 2 C^-alkyl , 
-S(0) 2 CF 3 , -C(0)N(C 1 ^-alkyl)(C 1 ^-alkyl) l -S(0) 2 N(phenyl)(C,*-alkyl), -C(=0)C^-alkyl, 
-CH 2 OH, -CH 2 0(tri-Ci^-alkylsilyl), 2,3-dihydroindol-1-ylsulfonyl, phenoxy, phenyl, 4-chloro- 
phenyl, 1,3,5-trimethylbenzyl, benzoxazolyl, 2-methyltetrazol-5-yl, 2-methyl-3-methoxy- 
carbonylfuran-5-yl or 3-isopropyl-[1,2,4]oxadiazol-5-yl). 

10 

In a preferred embodiment one of R 16 to R 18 is hydrogen. 

In another preferred embodiment two of R 16 to R 18 are hydrogen. 

15 In yet another preferred embodiment R 16 and R 17 are both hydrogen and R 18 is -OCF 3 , -SCF 3 
-CF 3 , -S(0) 2 CH 3 , phenyl, halogen, C^-alkyl, nitro, -S-C^-alkyl or -S(0) 2 NR 21 R 22 , wherein 
R 21 is C^-alkyl and R 22 is phenyl. 

In still another preferred embodiment R 16 and R 17 are both hydrogen and R 18 is -OCF 3 or 
20 halogen. 

In a further embodiment R 16 is hydrogen and R 17 and R 18 are both halogen or are both -CF 3 . 

In yet a further embodiment R 16 is hydrogen, R 17 is -CF 3 and R 18 is halogen, -CN, C^-alkoxy 
25 or-OCF 3 . 

In still a further embodiment R 18 is hydrogen, R 17 is -OCF 3 and R 18 is -S(0) 2 CH 3 , -ChbO-tri-C!. 
6 -alkylsilyl, benzoxazolyl or-CH 2 OH. 

30 In another embodiment R 16 is hydrogen, R 17 is d-e-alkyl and R 18 is -S(0) 2 NR 21 R 22 , wherein 
R 21 is C^-alkyl and R 22 is phenyl. 

In still another embodiment R 16 , R 17 and R 18 are selected from hydrogen, -OCF 3 , -CF 3 , -Br, -F 
and -CI. 
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wherein 

m, p and R 23 to R 35 are as defined for formula (I). 
Preferably, E is 




wherein m, p and R 23 to R are as defined for formula (I). 



WO OO/69810 



PCT/DKOO/00264 



More preferably, E is 



45 




(CH 2 ) P 



R 2 l R 2 * 





(CH 2 ) P 



Y 

<? H 2>P 





or 




wherein p. R 23 , R 24 , R 25 , R 26 , R 27 , R 28 , R 29 , R 30 , R 34 and R 35 are as defined for formula (I). 



Even more preferably, E is 






CH 



27 







CH, 




(CH 2 ) 2 



R 3 ^ .R M 



Y 



CH, 



wherein R , R , R , R , R 2T , R and R are as defined for formula (I). 
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CH 2 
I 

When E is , R 34 and R 35 are preferably independently C^-alkyl, hydrogen or 

C^-alkoxy. More preferably, R 34 and R 35 are both C^-alkyl. 

In another preferred embodiment E is 

5 




wherein R 23 and R 24 are as defined for formula (I). 
10 Preferably, E is 




wherein R 23 and R 24 are as defined for formula (I). 

15 

Preferably, R 23 and R 24 are independently selected from hydrogen, C^-alkyl, C^-cycloalkyl, 
C^-cycloalkylidene, phenoxy, phenyl, -C(0)NR 38 R 37 and -OC(0)NH-phenyl, of which the 
phenyl moiety optionally may be substituted with -OCF 3 , wherein R 36 and R 37 are as defined in 
claim 1, or R 23 and R 24 together form the radical -(CH^rCR^R 41 -^^),-, -CHCH^-CR^R 41 - 
20 (CH 2 ),-0-, -S-(CH 2 ) r CR 40 R 41 -(CH 2 )rS-, wherein t ? I, R 40 and R 41 are as defined for formula (I). 

More preferably, R 23 is hydrogen and R 24 is C^-alkyl such as tert-butyl or C^-cycloalkyl 
such as cyclohexyl, wherein R 23 and R 24 are both C^-alkyl or wherein R 23 and R 24 together 
form the radical -(CH 2 ) 5 -. 

25 
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5 wherein R 25 , R 26 and R 27 are as defined for formula (I). 
Preferably, E is 




10 

wherein R 25 , R 26 and R 27 are as defined for formula (I). 

Preferably, R 25 , R 26 and R 27 are independently selected from hydrogen, halogen, d-e-alkyl, 
C^-alkoxy, (Wcycloalkyl, C^-cycloalkenyl, -CF 3 , -OCF 3 or-NR 42 R 43 , wherein R 42 and R 43 
15 are as defined for formula (I). 

More preferably, E is 



R 25 




20 

wherein R 25 is -OCF 3 , -CF 3> C^-alkyl such as ferf-butyl, piperidyl, C 3 ^-cycloalkyl such as 
cyclohexyl or C^-cycloalkenyl such as cyclohexenyl. 
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5 Of these E is preferably 




In one preferred embodiment the present invention relates to compounds of the general for- 
10 mula (h): 




wherein V, A, R 46 , R 47 , R 1 ,E f X and D are as defined for formula (I) or in any one of the 
15 above preferred embodiments. 
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In another preferred embodiment the present invention relates to compounds of the general 
formula (l 2 ): 



O 




wherein V, A, R 48 , R 47 , R 1 , E, X and D are as defined for formula (I) or in any one of the 
above preferred embodiments. 

In still another preferred embodiment the present invention relates to compounds of the gen- 
10 eral formula (l 3 ): 



O 




wherein V, A, R 46 , R 47 , R\ E, X and D are as defined for formula (I) or in any one of the 
15 above preferred embodiments. 

In yet another preferred embodiment the present invention relates to compounds of the gen- 
eral formula (l 4 ): 



O 




wherein V is -C(0)OR 2 , -C(0)NR 2 R 3 or -C(0)NR 2 OR 3 , and R\ R 2 , R 3 , E, X and D are as de- 
fined for formula (I) or in any one of the above preferred embodiments. 
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In a further preferred embodiment the present invention relates to compounds of the general 
formula (l 5 ): 




5 

wherein R 46 , R 47 , R\ E, X and D are as defined for formula (I) or in any one of the above pre- 
ferred embodiments. 

In still a further preferred embodiment the present invention relates to compounds of the 
10 general formula (l 6 ): 




wherein R 46 , R 47 , R\ E, X and D are as defined for formula (I) or in any one of the above pre- 
1 5 ferred embodiments. 

In yet a further preferred embodiment the present invention relates to compounds of the 
general formula (l 7 ): 




wherein R 46 , R 47 , R\ E, X and D are as defined for formula (I) or in any one of the above pre- 
ferred embodiments. 
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In another preferred embodiment the present invention relates to compounds of the general 
formula (l Q ): 




wherein R 46 , R 47 , R 1 , E, X and D are as defined for formula (I) or in any one of the above pre- 
ferred embodiments. 

10 In still another preferred embodiment the present invention relates to compounds of the gen- 
eral formula (l 9 ): 




15 wherein R 46 , R 47 , R\ E, X and D are as defined for formula (I) or in any one of the above pre- 
ferred embodiments. 

In the above formulae (10 to (l 3 ) and (l 5 ) to (l 9 ), R 46 and R 47 are preferably both hydrogen. 

20 The compounds of the present invention may have one or more asymmetric centres and it is 
intended that any optical isomers, as separated, pure or partially purified optical isomers or 
racemic mixtures thereof are included within the scope of the invention. 

Furthermore, when a double bond or a fully or partially saturated ring system is present in the 
25 molecule geometric isomers may be formed. It is intended that any geometric isomers, as 
separated, pure or partially purified geometric isomers or mixtures thereof are included within 
the scope of the invention. Likewise, molecules having a bond with restricted rotation may 
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form geometric isomers. These are also intended to be included within the scope of the 
present invention. 

Furthermore, some of the compounds of the present invention may exist in different tauto- 
5 meric forms and it is intended that any tautomeric forms which the compounds are able to 
form are included within the scope of the present invention. 

The present invention also encompasses pharmaceutical^ acceptable salts of the present 
compounds. Such salts include pharmaceutical^ acceptable acid addition salts, pharma- 

10 ceutically acceptable metal salts, ammonium and alkylated ammonium salts. Acid addition 
salts include salts of inorganic acids as well as organic acids. Representative examples of 
suitable inorganic acids include hydrochloric, hydrobromic, hydroiodic, phosphoric, sulfuric, 
nitric acids and the like. Representative examples of suitable organic acids include formic, 
acetic, trichloroacetic, trifluoroacetic, propionic, benzoic, cinnamic, citric, fumaric, glycolic, 

15 lactic, maleic, malic, malonic, mandelic, oxalic, picric, pyruvic, salicylic, succinic, methane- 
sulfonic, ethanesulfonic, tartaric, ascorbic, pamoic, bismethylene salicylic, ethanedisulfonic, 
gluconic, citraconic, aspartic, stearic, palmitic, EDTA, glycolic, p-aminobenzoic, glutamic, 
benzenesulfonic, p-toluenesulfonic acids and the like. Further examples of pharmaceutical^ 
acceptable inorganic or organic acid addition salts include the pharmaceutical^ acceptable 

20 salts listed in J. Pharm. Sci. 1977, 66, 2, which is incorporated herein by reference. 
Examples of metal salts include lithium, sodium, potassium, magnesium salts and the like. 
Examples of ammonium and alkylated ammonium salts include ammonium, methyl-, 
dimethyl-, trimethyl-, ethyl-, hydroxyethyl-, diethyl-, butyl-, tetramethylammonium salts and 
the like. 

25 

Also intended as pharmaceutical^ acceptable acid addition salts are the hydrates, which the 
present compounds, are able to form. 

Furthermore, the pharmaceutical^ acceptable salts comprise basic amino acid salts such as 
30 lysine, arginine and ornithine. 

The acid addition salts may be obtained as the direct products of compound synthesis. In the 
alternative, the free base may be dissolved in a suitable solvent containing the appropriate 
acid, and the salt isolated by evaporating the solvent or otherwise separating the salt and 
35 solvent. 
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The compounds of the present invention may form solvates with standard low molecular 
weight solvents using methods well known to the person skilled in the art. Such solvates are 
also contemplated as being within the scope of the present invention. 

5 

The invention also encompasses prodrugs of the present compounds, which on administra- 
tion undergo chemical conversion by metabolic processes before becoming pharmacologi- 
cally active substances. In general, such prodrugs will be functional derivatives of the com- 
pounds of the general formula (I), which are readily convertible in vivo into the required com- 
10 pound of the formula (I). Conventional procedures for the selection and preparation of suit- 
able prodrug derivatives are described, for example, in "Design of Prodrugs", ed. H. Bund- 
gaard, Elsevier, 1985. 

The invention also encompasses active metabolites of the present compounds. 

15 

The compounds according to the present invention act to antagonize the action of glucagon 
and are accordingly useful for the treatment and/or prevention of disorders and diseases in 
which such an antagonism is beneficial. 

20 Accordingly, in a further aspect the invention relates to a compound according to the inven- 
tion for use as a medicament. 

The invention also relates to pharmaceutical compositions comprising, as an active ingredi- 
ent, at least one compound according to the invention together with one or more pharmaceu- 
25 tically acceptable carriers or excipients. 

The pharmaceutical composition is preferably in unit dosage form, comprising from about 
0.05 mg to about 1000 mg, preferably from about 0.1 mg to about 500 mg and especially 
preferred from about 0.5 mg to about 200 mg of the compound according to the invention. 

30 

Furthermore, the invention relates to the use of a compound according to the invention for 
the preparation of a pharmaceutical composition for the treatment and/or prevention of a 
disorder or disease, wherein a glucagon antagonistic action is beneficial. 
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The invention also relates to a method for the treatment and/or prevention of disorders or 
diseases, wherein a glucagon antagonistic action is beneficial the method comprising admin- 
istering to a subject in need thereof an effective amount of a compound according to the in- 
vention. 

5 

Owing to their antagonizing effect of the glucagon receptor the present compounds may be 
suitable for the treatment and/or prevention of any glucagon-mediated conditions and diseases. 

Accordingly, the present compounds may be applicable for the treatment and/or prevention of 
10 hyperglycemia, IGT, insulin resistance syndromes, syndrome X, Type 1 diabetes, Type 2 diabe- 
tes, hyperlipidemia, dyslipidemia, hypertriglyceridemia, glucagonomas, acute pancreatitis, car- 
diovascular diseases, hypertension, cardiac hypertrophy, gastrointestinal disorders, obesity, 
diabetes as a consequence of obesity, diabetic dyslipidemia, etc. Furthermore, they may be ap- 
plicable as diagnostic agents for identifying patients having a defect in the glucagon receptor, as 
15 a therapy to increase gastric acid secretions and to reverse intestinal hypomobility due to gluca- 
gon administration. 

In a preferred embodiment of the invention the present compounds are used for the manu- 
facture of a medicament for the treatment and/or prevention of hyperglycemia. 

20 

In yet a preferred embodiment of the invention the present compounds are used for the 
manufacture of a medicament for lowering blood glucose in a mammal. 

In another preferred embodiment of the invention the present compounds are used for the 
25 preparation of a pharmaceutical composition for the treatment and/or prevention of IGT. 

In still another preferred embodiment of the invention the present compounds are used for 
the preparation of a pharmaceutical composition for the treatment and/or prevention of Type 
2 diabetes. 

30 

In yet another preferred embodiment of the invention the present compounds are used for 
the preparation of a pharmaceutical composition for the delaying or prevention of the pro- 
gression from IGT to Type 2 diabetes. 
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In yet another preferred embodiment of the invention the present compounds are used for 
the preparation of a pharmaceutical composition for the delaying or prevention of the pro- 
gression from non-insulin requiring Type 2 diabetes to insulin requiring Type 2 diabetes. 

5 In a further preferred embodiment of the invention the present compounds are used for the 
preparation of a pharmaceutical composition for the treatment and/or prevention of Type 1 
diabetes. Such treatment and/or prevention is normally accompanied by insulin therapy. 

In a further preferred embodiment of the invention the present compounds are used for the 
10 preparation of a pharmaceutical composition for the treatment and/or prevention of obesity. 

In still a further embodiment of the invention the present compounds are used for the prepa- 
ration of a pharmaceutical composition for the treatment and/or prevention of an appetite 
regulation or energy expenditure disorder. 

15 

In a further aspect of the invention the present compounds may be administered in combination 
with one or more pharmacologically active substances eg selected from antidiabetics, 
antiobesity agents, antihypertensive agents and agents for the treatment and/or prevention of 
complications resulting from or associated with diabetes. 

20 

Suitable antidiabetics comprise insulin, GLP-1 derivatives such as those disclosed in WO 
98/08871 to Novo Nordisk MS, which is incorporated herein by reference, as well as orally 
active hypoglycaemic agents. 

25 The orally active hypoglycaemic agents preferably comprise sulphonylureas, biguanides, 
meglitinides, oxadiazolidinediones, thiazolidinediones, glucosidase inhibitors, glucagon 
antagonists, GLP-1 agonists, potassium channel openers such as those disclosed in WO 
97/26265 and WO 99/03861 to Novo Nordisk A/S which are incorporated herein by 
reference, insulin sensitizers, DPP-IV (dipeptidyl peptidase-IV) inhibitors, inhibitors of hepatic 

30 enzymes involved in stimulation of gluconeogenesis and/or glycogenolysis, glucose uptake 
modulators, compounds modifying the lipid metabolism such as antihyperlipidemic agents 
and antilipidemic agents, compounds lowering food intake, PPAR (peroxisome proliferator- 
activated receptor) and RXR (retinoid X receptor) agonists and agents acting on the ATP- 
dependent potassium channel of the p-cells. 

35 
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In one embodiment of the invention the present compounds are administered in combination 
with insulin. 

In a further embodiment the present compounds are administered in combination with a 
5 sulphonylurea eg tolbutamide, glibenclamide, glipizide or glicazide. 

In another embodiment the present compounds are administered in combination with a 
biguanide eg metformin. 

10 In yet another embodiment the present compounds are administered in combination with a 
meglitinide eg repaglinide. 

In still another embodiment the present compounds are administered in combination with a 
thiazolidinedione eg troglitazone, ciglitazone, pioglitazone, rosiglitazone or the compounds 
15 disclosed in WO 97/41097 to Dr. Reddy's Research Foundation. 

Furthermore, the present compounds may be administered in combination with the insulin 
sensitizers disclosed in WO 99/19313 to Dr. Reddy's Research Foundation. 

20 In a further embodiment the present compounds are administered in combination with an 
a-glucosidase inhibitor eg miglitol or acarbose. 

In another embodiment the present compounds are administered in combination with an 
agent acting on the ATP-dependent potassium channel of the (3-cells eg tolbutamide, gliben- 
25 clamide, glipizide, glicazide or repaglinide. 

Furthermore, the present compounds may be administered in combination with nateglinide. 

In still another embodiment the present compounds are administered in combination with an 
30 antihyperlipidemic agent or antilipidemic agent eg cholestyramine, colestipol, clofibrate, 
gemfibrozil, lovastatin, pravastatin, simvastatin, probucol or dextrothyroxine. 

In a further embodiment the present compounds are administered in combination with more 
than one of the above-mentioned compounds eg in combination with a sulphonylurea and 



WO OO/69810 



PCT/DK00/00264 



57 

metformin, a sulphonylurea and acarbose, repaglinide and metformin, insulin and a 
sulphonylurea, insulin and metformin, insulin and troglitazone, insulin and lovastatin, etc. 

Furthermore, the compounds according to the invention may be administered in combination 
5 with one or more antiobesity agents or appetite regulating agents. 

Such agents may be selected from the group consisting of CART (cocaine amphetamine 
regulated transcript) agonists, NPY (neuropeptide Y) antagonists, MC4 (melanocortin 4) 
agonists, orexin antagonists, TNF (tumor necrosis factor) agonists, CRF (corticotropin releas- 

10 ing factor) agonists, CRF BP (corticotropin releasing factor binding protein) antagonists, uro- 
cortin agonists, p3 agonists, MSH (melanocyte-stimulating hormone) agonists, MCH 
(melanocyte-concentrating hormone) antagonists, CCK (cholecystokinin) agonists, serotonin 
re-uptake inhibitors, serotonin and noradrenaline re-uptake inhibitors, 5HT (serotonin) ago- 
nists, bombesin agonists, galanin antagonists, growth hormone, growth hormone releasing 

15 compounds, TRH (thyreotropin releasing hormone) agonists, UCP 2 or 3 (uncoupling protein 
2 or 3) modulators, leptin agonists, DA (dopamine) agonists (bromocriptin, doprexin), li- 
pase/amylase inhibitors, PPAR modulators, RXR modulators or TR p agonists. 

In one embodiment of the invention the antiobesity agent is leptin. 

20 

In another embodiment the antiobesity agent is dexamphetamine or amphetamine. 
In another embodiment the antiobesity agent is fenfluramine or dexfenfluramine. 
25 In still another embodiment the antiobesity agent is sibutramine. 
In a further embodiment the antiobesity agent is orlistat. 
In another embodiment the antiobesity agent is mazindol or phentermine. 

30 

Furthermore, the present compounds may be administered in combination with one or more 
antihypertensive agents. Examples of antihypertensive agents are p-blockers such as 
alprenolol, atenolol, timolol, pindolol, propranolol and metoprolol, ACE (angiotensin 
converting enzyme) inhibitors such as benazepril, captopril, enalapril, fosinopril, lisinopril, 
35 quinapril and ramipril, calcium channel blockers such as nifedipine, felodipine, nicardipine, 
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isradipine, nimodipine, diltiazem and verapamil, and a-blockers such as doxazosin, urapidil, 
prazosin and terazosin. Further reference can be made to Remington: The Science and 
Practice of Pharmacy, 19th Edition, Gennaro, Ed. t Mack Publishing Co., Easton, PA, 1995. 

5 It should be understood that any suitable combination of the compounds according to the 
invention with one or more of the above-mentioned compounds and optionally one or more 
pharmacologically active substances are considered to be within the scope of the present 
invention. 

10 PHARMACEUTICAL COMPOSITIONS 

The compounds of the invention may be administered alone or in combination with pharma- 
ceutically acceptable carriers or excipients, in either single or multiple doses. The pharmaceu- 
tical compositions according to the invention may be formulated with pharmaceutical^ ac- 
15 ceptable carriers or diluents as well as any other known adjuvants and excipients in accor- 
dance with conventional techniques such as those disclosed in Remington: The Science and 
Practice of Pharmacy,19 m Edition, Gennaro, Ed., Mack Publishing Co.. Easton, PA, 1995. 

The pharmaceutical compositions may be specifically formulated for administration by any 
20 suitable route such as the oral, rectal, nasal, pulmonary, topical (including buccal and sublin- 
gual), transdermal, intracisternal, intraperitoneal, vaginal and parenteral {including subcuta- 
neous, intramuscular, intrathecal, intravenous and intradermal) route, the oral route being 
preferred. It will be appreciated that the preferred route will depend on the general condition 
and age of the subject to be treated, the nature of the condition to be treated and the active 
25 ingredient chosen. 

Pharmaceutical compositions for oral administration include solid dosage forms such as cap- 
sules, tablets, dragees, pills, lozenges, powders and granules. Where appropriate, they can 
be prepared with coatings such as enteric coatings or they can be formulated so as to pro- 
30 vide controlled release of the active ingredient such as sustained or prolonged release ac- 
cording to methods well known in the art. 

Liquid dosage forms for oral administration include solutions, emulsions, suspensions, syr- 
ups and elixirs. 

35 
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Pharmaceutical compositions for parenteral administration include sterile aqueous and non- 
aqueous injectable solutions, dispersions, suspensions or emulsions as well as sterile pow- 
ders to be reconstituted in sterile injectable solutions or dispersions prior to use. Depot in- 
jectable formulations are also contemplated as being within the scope of the present inven- 
5 tion. 

Other suitable administration forms include suppositories, sprays, ointments, cremes, gels, 
inhalants, dermal patches, implants etc. 

10 A typical oral dosage is in the range of from about 0.001 to about 100 mg/kg body weight per 
day, preferably from about 0.01 to about 50 mg/kg body weight per day, and more preferred 
from about 0.05 to about 10 mg/kg body weight per day administered in one or more dos- 
ages such as 1 to 3 dosages. The exact dosage will depend upon the frequency and mode of 
administration, the sex, age, weight and general condition of the subject treated, the nature 

15 and severity of the condition treated and any concomitant diseases to be treated and other 
factors evident to those skilled in the art. 

The formulations may conveniently be presented in unit dosage form by methods known to 
those skilled in the art. A typical unit dosage form for oral administration one or more times 
20 per day such as 1 to 3 times per day may contain of from 0.05 to about 1000 mg, preferably 
from about 0.1 to about 500 mg, and more preferred from about 0.5 mg to about 200 mg. 

For parenteral routes, such as intravenous, intrathecal, intramuscular and similar administration, 
typically doses are in the order of about half the dose employed for oral administration. 

25 

The compounds of this invention are generally utilized as the free substance or as a pharma- 
ceutically acceptable salt thereof. One example is an acid addition salt of a compound having 
the utility of a free base. When a compound of the formula (I) contains a free base such salts 
are prepared in a conventional manner by treating a solution or suspension of a free base of the 
30 formula (I) with a chemical equivalent of a pharmaceutical^ acceptable acid, for example, inor- 
ganic and organic acids. Representative examples are mentioned above. Physiologically ac- 
ceptable salts of a compound with a hydroxy group include the anion of said compound in com- 
bination with a suitable cation such as sodium or ammonium ion. 
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For parenteral administration, solutions of the novel compounds of the formula (I) in sterile 
aqueous solution, aqueous propylene glycol or sesame or peanut oil may be employed. Such 
aqueous solutions should be suitably buffered if necessary and the liquid diluent first rendered 
isotonic with sufficient saline or glucose. The aqueous solutions are particularly suitable for in- 
5 travenous, intramuscular, subcutaneous and intraperitoneal administration. The sterile aqueous 
media employed are all readily available by standard techniques known to those skilled in the 
art. 

Suitable pharmaceutical carriers include inert solid diluents or fillers, sterile aqueous solution 
10 and various organic solvents. Examples of solid carriers are lactose, terra alba, sucrose, cy- 
clodextrin, talc, gelatine, agar, pectin, acacia, magnesium stearate, stearic acid or lower alkyl 
ethers of cellulose. Examples of liquid carriers are syrup, peanut oil, olive oil, phospholipids, 
fatty acids, fatty acid amines, polyoxyethylene or water. Similarly, the carrier or diluent may 
include any sustained release material known in the art, such as glyceryl monostearate or 
15 glyceryl distearate, alone or mixed with a wax. The pharmaceutical compositions formed by 
combining the novel compounds of the formula (I) and the pharmaceutical^ acceptable carriers 
are then readily administered in a variety of dosage forms suitable for the disclosed routes of 
administration. The formulations may conveniently be presented in unit dosage form by meth- 
ods known in the art of pharmacy. 

20 

Formulations of the present invention suitable for oral administration may be presented as dis- 
crete units such as capsules or tablets, each containing a predetermined amount of the active 
ingredient, and which may include a suitable excipient. These formulations may be in the form 
of powder or granules, as a solution or suspension in an aqueous or non-aqueous liquid, or as 
25 an oil-in-water or water-in-oil liquid emulsion. 

If a solid carrier is used for oral administration, the preparation may be tabletted, placed in a 
hard gelatine capsule in powder or pellet form or it can be in the form of a troche or lozenge. 
The amount of solid carrier will vary widely but will usually be from about 25 mg to about 1 g. 
30 If a liquid carrier is used, the preparation may be in the form of a syrup, emulsion, soft gela- 
tine capsule or sterile injectable liquid such as an aqueous or non-aqueous liquid suspension 
or solution. 

A typical tablet that may be prepared by conventional tabletting techniques may contain: 

35 
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Core: 

Active compound (as free compound or salt thereof) 5.0 mg 

Lactosum Ph. Eur. 67.8 mg 

Cellulose, microcryst. (Avicel) - 31.4 mg 

5 Amberlite 1.0 mg 

Magnesii stearas Ph. Eur. q.s. 

Coating: 

HPMC approx. 9 mg 

1 0 Mywacett 9-40 T* approx. 0.9 mg 



*Acylated monoglyceride used as plasticizer for film coating. 

If desired, the pharmaceutical composition of the invention may comprise the compound of 
15 the formula (I) in combination with further pharmacologically active substances such as those 
described in the foregoing. 

EXPERIMENTAL 

20 In the following section binding assays as well as functional assays useful for evaluating the 
efficiency of the compounds of the invention are described. 

Binding of compounds to the glucagon receptor was determined in a competition binding as- 
say using the cloned human glucagon receptor. 

25 

Antagonism was determined as the ability of the compounds to inhibit the amount of cAMP 
formed in the presence of 5 nM glucagon. 

For further characterization, antagonism was determined in a functional assay, measured as 
30 the ability of the compounds to right-shift the glucagon dose-response curve. Using at least 3 
different antagonist concentrations, the Kj was calculated from a Schild plot. 

Glucagon Binding Assay (I) 

Receptor binding was assayed using cloned human receptor (Lok et al., Gene 140, 203-209 
35 (1994)). The receptor inserted in the pLJ6* expression vector using EcoRI/SSt1 restriction sites 



WO OO/69810 



PCT/DK00/00264 



(Lok et al.) was expressed in a baby hamster kidney cell line (A3 BHK 570-25). Clones were 
selected in the presence of 0.5 mg/mL G-418 and were shown to be stable for more than 40 
passages. The Kd was shown to be 0.1 nM. 

5 Plasma membranes were prepared by growing cells to confluence, detaching them from the 
surface and resuspending the cells in cold buffer (10 mM tris/HCI, pH 7.4 containing 30 mM 
NaCI, 1 mM dithiothreitol, 5 mg/L leupeptin (Sigma), 5 mg/L pepstatin (Sigma), 100 mg/L ba- 
citracin (Sigma) and 15 mg/L recombinant aprotinin (Novo Nordisk A/S)), homogenization by 
two 10-s bursts using a Polytron PT 10-35 homogenizer (Kinematica), and centrifugation upon a 
10 layer of 41 w/v % sucrose at 95.000 x g for 75 min. The white band located between the two 
layers was diluted in buffer and centrifuged at 40.000 x g for 45 min. The precipitate containing 
the plasma membranes was suspended in buffer and stored at -80°C until use. 

Glucagon was iodinated according to the chloramine T method (Hunter and Greenwood, Nature 
15 194, 495 (1962)) and purified using anion exchange chromatography (Jorgensen et al., Hor- 
mone and Metab. Res. 4, 223-224 (1972). The specific activity was 460 jiCi/^ig on the day of 
iodination. Tracer was stored at -18°C in aliquots and were used immediately after thawing. 

Binding assays were earned out in triplicate in filter microtiter plates (MADV N65, Millipore). The 
20 buffer used in this assay was 50 mM HEPES, 5 mM EGTA, 5 mM MgCI 2 , 0.005% tween 20, pH 
7.4. Glucagon was dissolved in 0.05 M HCI, added an equal amount (w/w) of HSA and freeze- 
dried. On the day of use, it was dissolved in water and diluted in buffer to the desired concentra- 
tions. 

25 Test compounds were dissolved and diluted in DMSO. 140 nL buffer, 25 jiL glucagon or buffer, 
and 10 \xL DMSO or test compound were added to each well. Tracer (50.000 cpm) was diluted 
in buffer and 25 jiL were added to each well. 1-4 jig freshly thawed plasma membrane protein 
diluted in buffer was then added in aliquots of 25 \iL to each well. Plates were incubated at 30°C 
for 2 hours. Non-specific binding was determined with 10" 6 M of glucagon. Bound tracer and un- 

30 bound tracer were then separated by vacuum filtration (Millipore vacuum manifold). The plates 
were washed with 2 x 100 \iL buffer/ well. The plates were air dried for a couple of hours, 
whereupon the filters were separated from the plates using a Millipore Puncher. The filters were 
counted in a gamma counter. 
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Functional Assay (I) 

The functional assay was carried out in 96 well microtiter plates (tissue culture plates, Nunc). 
The resulting buffer concentrations in the assay were 50 mM tris/HCI, 1 mM EGTA, 1 .5 mM 
MgS0 4 , 1 7 mM ATP, 20 jiM GTP, 2 mM IBMX (isobutyl-methyl-xanthine), 0.02% tween-20 and 
5 0.1% HSA. pH was 7.4. Glucagon and proposed antagonist were added in aliquots of 35 ^iL di- 
luted in 50 mM tris/HCI, 1 mM EGTA, 1.85 mM MgS0 4 , 0.0222 % tween-20 and 0.111 % HSA, 
pH 7.4. 20 jiL of 50 mM tris/HCI, 1 mM EGTA, 1.5 mM MgS0 4 , 11.8 mM ATP, 0.14 mM GTP, 
14 mM IBMX and 0.1% HSA, pH 7.4 was added. GTP was dissolved immediately before the 
assay. 

10 

50 nL containing 5 ^g of plasma membrane protein was added in a tris/HCI, EGTA, MgS0 4 , 
HSA buffer (the actual concentrations were dependent upon the concentration of protein in the 
stored plasma membranes). 

15 The total assay volume was 140 nL The assay was incubated for 2 hours at 37°C with continu- 
ous shaking. Reaction was terminated by addition of 25 yiL 0.5 N HCI. cAMP was measured by 
the use of a scintillation proximity kit (Amersham). 

Glucagon Binding Assay (II) 
20 Receptor binding was assayed using the cloned human receptor (Lok et al., Gene 140, 203-209 
(1994)). The receptor inserted in the pLJ6' expression vector using EcoRI/SSt1 restriction sites 
(Lok et al.) was expressed in a baby hamster kidney cell line (A3 BHK 570-25). Clones were 
selected in the presence of 0.5 mg/mL G-418 and were shown to be stable for more than 40 
passages. The Kd was shown to be 0.1 nM. 

25 

Plasma membranes were prepared by growing cells to confluence, detaching them from the 
surface and resuspending the cells in cold buffer (50 mM tris base, pH 7.4 containing 0.32 mM 
sucrose, 2 mM EGTA, 1 ng/mL leupeptin, 5 ng/mL pepstatin A, 5 jig/mL aprotinin, 1 mM 
phenylmethylsulfonylfluoride (all from Sigma)), homogenization by two 10-s bursts using a Poly- 
30 tron PT 10-35 homogenizer (Kinematica), and centrifugation. The homogenate was resus- 
pended and centrifuged again. The final precipitate containing the plasma membranes was 
suspended in buffer and stored at -80°C until use. 

Binding assays were carried out in duplicate in polypropylene tubes or microtiter plates. The 
35 buffer used in this assay was 50 mM HEPES pH 7.4 containing 5 mM EGTA, 5 mM MgCI 2 and 
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0.005% Tween 20. Sample (glucagon (Bachem CA) or test compounds) was added to each 
tube or well. Tracer (~ 25.000 cpm) was diluted in buffer and was added to each tube or well. 
0.5 mg freshly thawed plasma membrane protein diluted in buffer was then added in aliquots to 
each tube or well. Tubes or plates were incubated at 37°C for 1 hour. Non-specific binding was 
5 determined with 1 0' 7 M of glucagon. Bound tracer and unbound tracer were then separated by 
vacuum filtration. The tubes or wells were washed twice with 0.01% Triton X-100 buffer. Scintil- 
lation fluid was added to the plates and radioactivity was quantified using a scintillation counter. 

Functional Assay (II) 

1 0 The functional assay determined the ability of the compounds to antagonize glucagon- 

stimulated formation of cAMP in a whole-cell assay. The assay was carried out in borosilicate 
glass 12 x 75 tubes. The buffer concentrations in the assay were 10 mM HEPES, 1 mM EGTA, 
1.4 mM MgCI 2 , 0.1 mM IBMX, 30 mM NaCI, 4.7 mM KCI, 2.5 mM NaH 2 P0 4 , 3mM glucose and 
0.2% BSA. The pH was 7.4. Loose whole cells (0.5 mL, 10 6 /mL) were pretreated with various 

15 concentrations of compounds for 10 min at 37°C , then challenged with glucagon for 20 min. 
Some aliquots (500 jiL) of cells were treated with test compounds (55 jiL) alone to test for ago- 
nist activity. The reactions were terminated by centrifugation, followed by cell lysis with the addi- 
tion of 500 jiL 0.1% HCI. Cellular debris was pelleted and the supernatant containing cAMP 
evaporated to dryness. cAMP was measured by the use of an RIA kit (NEN, NEK-033). Some 

20 assays were carried out utilizing the adenylate cyclase FlashPlate system from NEN. 

Glucagon Binding Assay (III) 

BHK (baby hamster kidney cell line) cells were transfected with the human glucagon receptor 
and a membrane preparation of the cells was prepared. Wheat Germ Agglutinin derivatized 
25 SPA beads containing a scintillant (WGA beads) (Amersham) bound the membranes. 

125 l-glucagon bound to human glucagon receptor in the membranes and excited the scintil- 
lant in the WGA beads to light emission. Glucagon or samples binding to the receptor com- 
peted with 125 l-glucagon. 

30 All steps in the membrane preparation were kept on ice or performed at 4°C. BHK cells were 
harvested and centrifuged. The pellet was resuspended in homogenisation buffer (25 mM 
HEPES pH = 7.4, 2.5 mM CaCI 2 , 1.0 mM MgCI 2 , 250 mg/L bacitracin), homogenised 2x10 
sec using Polytron 10-35 homogenizer (Kinematica) and added the same amount of homog- 
enisation buffer as used for resuspension. After centrifugation (15 min at 1000 x g) the su- 

35 pernatant was transferred to cold centrifuge tubes and centrifuged for 45 min at 40.000 x g. 
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The pellet was resuspended in homogenisation buffer, homogenised 2x10 sec (Polytron) 
and additional homogenisation buffer was added. The suspension was centrifuged for 45 min 
at 40.000 x g and the pellet was resuspended in resuspension buffer (25 mM HEPES pH = 
7.4, 2.5 mM CaCI 2 , 1.0 mM MgCI 2 ) and homogenised 2x10 sec. (Polytron). The protein con- 
5 centration was normally around 1.75 mg/mL Stabilisation buffer (25 mM HEPES pH = 7.4, 
2.5 mM CaCI 2 , 1.0 mM MgCI 2 ,1% BSA, 500 mg/L bacitracin, 2.5 M sucrose) was added and 
the membrane preparation was stored at -80°C. 

The glucagon binding assay was carried out in opti plates (Polystyrene Microplates, Pack- 
i0 ard). 50 pL assay buffer (25 mM HEPES pH = 7.5, 2.5 mM CaCI 2 , 1.0 mM MgCI 2 , 0.003% 
Tween-20, 0.005% bacitracin, 0.05% sodium azide) and 5 pL glucagon or test compound (in 
DMSO) were added to each well. 50 pL tracer ( 125 l-porcine glucagon, 70.000 cpm) and 50 pL 
membranes (12.5 pg) containing the human glucagon receptor were then added to the wells. 
Finally 50 pL WGA beads containing 1 mg beads were transferred to the well. The assay 
15 was incubated for 4 hours on a shaker and then settled for 8-48 hours. The opti plates were 
counted in a Topcounter. Non-specific binding was determined with 500 nM of glucagon. 

Synthesis methods 

The following synthesis protocols refer to intermediate compounds and final products identi- 
20 fied in the specification and in the synthetic schemes. The preparation of the compounds of 
the present invention is described in detail using the following examples, but the chemical 
reactions described are disclosed in terms of their general applicability to the preparation of 
the glucagon antagonists of the invention. Occasionally, the reaction may not be applicable 
as described to each compound included within the disclosed scope of the invention. The 
25 compounds for which this occurs will be readily recognised by those skilled in the art. In 
these cases the reactions can be successfully performed by conventional modifications 
known to those skilled in the art, that is, by appropriate protection of interfering groups, by 
changing to other conventional reagents, or by routine modification of reaction conditions. 
Alternatively, other reactions disclosed herein or otherwise conventional will be applicable to 
30 the preparation of the corresponding compounds of the invention. In all preparative methods, 
all starting materials are known or may easily be prepared from known starting materials. All 
temperatures are set forth in degrees Celsius and unless otherwise indicated, all parts and 
percentages are by weight when referring to yields and all parts are by volume when refer- 
ring to solvents and eluents. 



35 
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Some of the NMR data shown in the following examples are only selected data. 

Unless otherwise specified in the examples, the cis/trans isomeric compounds were obtained 
as mixtures of cis and trans isomers, which may be separated by chromatography. Thus, the 
5 present invention comprises the compounds in form of mixtures of cis and trans isomers as 
well as the pure isomeric forms. 

In the examples the following terms are intended to have the following meanings: 



10 



DMF: 
DMSO: 
Fmoc: 
HBTU: 



M.p.: 
NCS 
NMP 
-OSu 
TFA: 
THF: 



A/,A/-dimethylformamide 
dimethyl sulfoxide 
9-fluorenylmethyloxycarbonyl 

2-(1/-/-Benzotriazol-1-yl)-1,1 r 3,3-tetramethyluronium hexafluoro- 

phosphate 

melting point 

A/-Chlorosuccinimide 

/V-methylpyrrolidone 

2,5-dioxo-pyrrolidin-1 -yloxy 

trifluoroacetic acid 

tetrahydrofuran 



The final products obtained were characterized by analytical RP-HPLC (retention time) 
and/or by HPLC-MS (molecular mass and/or retention time). 



The RP-HPLC analyses were performed on a Waters HPLC system consisting of Waters™ 
15 600S Controller, Waters™ 996 Photodiode Array Detector, Waters™ 717 Autosampler, Wa- 
ters™ 616 Pump, Waters™ 3 mm x 150 mm 3.5 m C-18 Symmetry column and Millenium 
QuickSet Control Ver. 2.15 using UV detection at 214 nm. A linear gradient was applied from 
5% to 90% acetonitrile/0.1% TFA/water over 15 min at a flow rate of 1 mL/minute. 



20 HPLC-MS (METHOD A): 

The following instrumentation was used: 

• Sciex AP1 100 Single quadropole mass spectrometer 

• Perkin Elmer Series 200 Quard pump 

• Perkin Elmer Series 200 autosampler 
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• Applied Biosystems 785A UV detector 

• Sedex 55 evaporative light scattering detector 

• A Valco column switch with a Valco actuator controlled by timed events from the pump. 

5 The Sciex Sample control software running on a Macintosh PowerPC 7200 computer was 
used for the instrument control and data acquisition. 

The HPLC pump was connected to four eluent reservoirs containing: 

A: Acetonitrile 

B: Water 

C: 0.5 % TFA in water 

D: 0.02 M ammonium acetate 

10 

The requirements for samples are that they contain approximately 500 ng/mL of the com- 
pound to be analysed in an acceptable solvent such as methanol, ethanol, acetonitrile, THF, 
water and mixtures thereof. (High concentrations of strongly eluting solvents will interfere 
with the chromatography at low acetonitrile concentrations.) 

15 

The analysis was performed at room temperature by injecting 20 of the sample solution 
on the column, which was eluted with a gradient of acetonitrile in either 0.05% TFA or 0.002 
M ammonium acetate. Depending on the analysis method varying elution conditions were 
used. 

20 

The eluate from the column was passed through a flow splitting T-connector, which passed 
approximately 20 ^iL/min (1/50) through approx. 1 m. 75 jx fused silica capillary to the API 
interface of API 100 spectrometer. 

25 The remaining 1.48 mL/min (49/50) was passed through the UV detector and to the ELS de- 
tector. 

During the LC-analysis the detection data were acquired concurrently from the mass spec- 
trometer, the UV detector and the ELS detector. 

30 

The LC conditions, detector settings and mass spectrometer settings used for the different 
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Column 


Waters Symmetry C 18 3 mm x 150 mm 


Gradient 


5% - 90% acetonitrile in 0.05% TFA linearly during 15 min at 1 mL/min 


Detection 


UV:214nm 


ELS: 40°C 


MS 


Experiment: Start: 100 amu Stop: 800 amu Step: 0.2 amu 

Dwell: 0.571 msec 

Method: Scan 284 times = 9.5 min 



5 HPLC-MS (METHOD B): 

This method was identical to METHOD A but using the following conditions and settings: 



Column 


YMCODS-A120As-5p 3 mm x 50 mm id 


Gradient 


5% - 90% acetonitrile in 0.05% TFA linearly during 7.5 min at 1.5 mL/min 


Detection 


UV:214nm 


ELS: 40°C 


MS 


Experiment: Start: 100 amu Stop: 800 amu Step: 0.2 amu 

Dwell: 0.571 msec 

Method: Scan 284 times = 9.5 min 



10 HPLC-MS (METHOD C): 

The following instrumentation was used: 

• Hewlett Packard series 1 100 MSD G1946A Single quadropole mass spectrometer 

• Hewlett Packard series 1 100 MSD G1312A Bin pump 

• Hewlett Packard series 1 100 MSD G1313A ALS autosampler 

15 • Hewlett Packard series 1 100 MSD G1315A DAD diode array detector 

The HP LC/MSD ChemStation control software running on a HP Vectra computer was used 
for the instrument control and data acquisition. 
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The HPLC pump was connected to two eluent reservoirs containing: 

A: 0.05% TFA in water 

B: Acetonitrile 

The analysis was performed at room temperature by injecting 1 |iL of the sample solution on 
5 the column which was eluted with a gradient of acetonitrile in 0.05% TFA. 

The HPLC conditions, detector settings and mass spectrometer settings used are given in 
the following table. 



Column 


Grom Nucleosil 100 C18, 3 pm, 2 mm x 60 mm 


Gradient 


10% - 100% acetonitrile in 0.05% TFA linearly during 5.8 min at 0.6 mL/min 


Detection 


UV: 210 nm (diode array) 


MS 


lonisation mode: API-ES 

Experiment: Start: 100 amu Stop: 1000 amu Step: 0.1 amu 



10 



HPLC-MS (METHOD D): 

The following instrumentation was used: 

• Hewlett Packard series 1100 G1312A Bin Pump 

15 • Hewlett Packard series 1 100 G13 15A DAD diode array detector 

• Sciex 300 tripfequadropole mass spectrometer 

• Gilson 215 micro injector 

• Sedex 55 evaporative light scattering detector 

20 Pumps and detectors were controlled by MassChrom 1.1.1 software running on a Macintosh 
G3 computer. Gilson Unipoint Version 1.90 controls the auto-injector. 

The HPLC pump was connected to two eluent reservoirs containing: 



25 



A: 0.01% TFA in water 

B: 0.01 % TFA in acetonitrile 
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The analysis was performed at room temperature by injecting an appropriate volume of the 
sample (preferably 1 ^L) onto the column that was eluted with a gradient of acetonitrile. 

The HPLC conditions, detector settings and mass spectrometer settings used are: 



5 



Column 


YMC ODS-A 120A s 3 mm X 50 mm id 


Gradient 


5% - 90% acetonitrile linearly during 7.5 min at 1 .5 ml/min 


Detection 


210 nm (analog output from DAD) 


MS 


lonisation mode: API-ES 

Scan 100-1000 amu step 0.1 amu 



HPLC-MS (METHOD E): 
The following instrumentation was used: 
10 • Hewlett Packard series 1 100 MSD G1946A Single quadropole mass spectrometer 

• Hewlett Packard series 1100 MSD G1312A Bin pump 

• Hewlett Packard series 1 100 MSD G1313A ALS autosampler 

• Hewlett Packard series 1 1 00 MSD G1315A DAD diode array detector 

15 The HP LC/MSD ChemStation control software running on a HP Vectra computer was udes 
for the instrument control and data acquisition. 

The HPLC pump was connected to two eluent reservoirs containing: 
A: 0.01% TFA in water 

B: Acetonitrile 

20 The analysis was performed at room temperature by injecting 1 \iL of the sample solution on 
the column which was eluted with a gradient of acetonitrile in 0.01% TFA. 
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The HPLC conditions, detector settings and mass spectrometer settings used are given in 
the following table. 



Column 


Waters Xterra 100A MS C-18 3.5 pm, 2 mm x 50 mm 


Gradient 


10% - 100% acetonitrile in 0.05% TFA linearly during 4.5 min at 1.5 mL/min 


Detection 


UV: 210 nm (diode array) 


MS 


lonisation mode: API-ES 

Experiment: Start: 100 amu Stop: 1000 amu Step; 0.1 amu 



5 

HPLC-MS (Method F): 

The following instrumentation was used: 

• Hewlett Packard series 1100 G1312A Bin Pump 

• Hewlett Packard series 1100 Column compartment 

10 • Hewlett Packard series 1 100 G13 15A DAD diode array detector 

• Hewlett Packard series 1 1 00 MSD 

The instrument was controlled by HP Chemstation software. 

15 The HPLC pump was connected to two eluent reservoirs containing: 
A: 0.01% TFA in water 

B: 0.01% TFA in acetonitrile 

The analysis was performed at 40°C by injecting an appropriate volume of the sample (pref- 
erably 1 |^L) onto the column, which was eluted with a gradient of acetonitrile. 

20 The HPLC conditions, detector settings and mass spectrometer settings used are given in 
the following table. 



Column 


Waters Xterra MS C-18 X 3 mm id 


Gradient 


10% - 100% acetonitrile lineary during 7.5 min at 1.0 mL/min 


Detection 


UV: 210 nm (analog output from DAD) 


MS 


lonisation mode: API-ES 

Scan 100-1000 amu step 0.1 amu 
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The compounds of the present invention may be purified using one of the following HPLC 
methods: 

5 Hit fractionation method I 

HPLC purification/fractionation of hits is performed on Nucleosil C-18 7 ^m 8 x 100 mm col- 
umns (packed by Grom). A standard gradient with water/acetonitrile added 0.01% TFA is 
used. Flow rate 9 mL/min starting at 10% organic modifier ending after 18 min on 100% or- 
ganic modifier. This condition is kept for 1 min. Fractions of 4 mL are collected in a deep well 
10 collection plate. 

Equipment: 

2 Gilson 306 pumps equipped with 25 mL SC pump heads, Gilson 806 manometer and Gil- 
son 81 1c dynamic mixing chamber. UV detection is performed with Gilson 119 UV/VIS de- 
15 tector. Gilson 215 Nebula is used as combined injector and fraction collector. 

Hit fractionation method II 

HPLC purification/fractionation of hits is performed on Waters Xterra columns MS C 18 5 urn 
7.8 x 100 mm columns. A standard gradient with water/acetonitrile added 0.01% TFA is 
20 used. Flow rate 15 mUmin starting at 10% organic modifier ending after 1 1 min on 100% 
modifier. This condition is kept for 1 min. Fractions of 4 mL are collected in a deep well col- 
lection plate. 

Equipment: 

25 1 Gilson 321 pump equipped with 15 mL H1 pumping heads. UV detection is performed with 
Gilson 119 UV/VIS detector. Gilson 215 Nebula is used as combined injector and fraction 
collector. 
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General procedure (A) for the solid phase synthesis of compounds of the general formula 
(la): 



o 

u R 

HO^A-Fmoc Q (II) 0 0 

"-•OH "--O^A-Rnoc " ^'O^Z^ 

Step A StepB R 



HO-X-D 

H/4-E O O £ Lea'-X-D 9 9 E 



R esin. o JL A J^ , . Resin. J A ^ 

stepc nr 

R 1 StepD 



StepE 



5— A — 2 l 
HO A ^ Z _^N-^ X ^D 



R' 

(la) 

5 wherein 

R\ Z, E and D are as defined for formula (I), 
A is 

R \/ R " R \ , R ' s^w' 



10 

wherein R 8 and R 9 are as defined for formula (I), 



Xis 



-<CH 2 ) r — , "^C^C- or — S-(CH 2 )— 

15 



o o q v ,p 

_U — tru \ — v ,_ 

H H 



wherein r is as defined for formula (I), 
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Lea is a leaving group such as chloro, bromo, iodo, mesyl or tosyl, 

Lea' is a leaving group such as -OSu, chloro, phenoxy or 4-nitrophenoxy f and 

5 

Resin denotes a polystyrene resin with a linker such as the Wang linker: 




10 wherein PS denotes polystyrene. 
Step A: 

The reaction is known (Wang S. J., J. Am. Chem. Soc. 95, 1328, 1973) and is generally per- 
formed by stirring polystyrene resin loaded with a linker such as the Wang linker with a 4-10 

15 molar excess of Fmoc-protected amino acid activated with a 2-5 molar excess of diisopropyl- 
carbodiimide or dicyclohexylcarbodiimide in the presence of a catalyst such as A/,A/-4-dimethyl- 
aminopyridine. The esterification is carried out in a solvent such as THF, dioxane, toluene, di- 
chloromethane, DMF, NMP or a mixture of two or more of these. The reactions are performed 
between 0°C to 80°C, preferably between 20°C to 40°C. When the esterification is complete 

20 excess of reagents is removed by filtration. The resin is successively washed with the solvent 
used in the reaction, followed by washings with methanol. The resin bound product can be 
further dried and analyzed. 

Step B: 

25 /V-Fluorenylmethyloxycarbonyl protection group is removed by treating the resin bound deriva- 
tive with a 20%-50% solution of a secondary amine such as piperidine in a polar solvent such as 
DMF or NMP (Carpino L, Han G., J. Org. Chem. 37, 3404, 1972). The reaction is performed 
between 20°C and 180°C, preferably between 20°C and 40°C. The deprotection can be quanti- 
tated by the absorbance of piperidine-dibenzofulvene adduct released from the resin (The com- 

30 binatorial index, Ed. Bunin B. A., 1998, Academic press, p. 219). When the reaction is complete 
excess of reagents is removed by filtration. The resin is successively washed with solvent 
used in the reaction. The resulting resin bound intermediate is acylated with acid (II). The acy- 
lation is known (The combinatorial index, Ed. Bunin B. A., 1998, Academic press, p. 78) and is 
generally performed by stirring resin bound intermediate with a 2-5 molar excess of acid (II) 
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activated with a 2-5 molar excess of diisopropylcarbodiimide or dicyclohexylcarbodiimide in the 
presence of a side reaction inhibitor such as A/-hydroxybenzotriazole. The acylation is carried 
out in a solvent such as THF, dioxane, toluene, dichloromethane, DMF, NMP or a mixture of 
two or more of these. The reactions are performed between 0°C and 80°C, preferably between 
5 20°C and 40°C. When the acylation is complete excess of reagents is removed by filtration. The 
resin is successively washed with the solvent used in the reaction, followed by washings with 
methanol. The resin bound product can be further dried and analyzed. 

Step C: 

10 The reaction is known (The combinatorial index, Ed. Bunin B. A., 1998, Academic press, p. 1 12) 
and is generally performed by stirring the resin bound intermediate obtained in step B with a 10- 
20 molar excess of amine. The nucleophilic displacement is carried out in a solvent such as 
DMSO, DMF, NMP or a mixture of two or more of these. The reaction is performed between 
20°C and 120°C, preferably between 60°C and 80°C. When the reaction is complete excess of 

15 reagents is removed by filtration. The resin is successively washed with the solvent used in 
the reaction, followed by washings with methanol. The resin bound product can be further 
dried and analyzed. 

Step D: 

20 The reaction is known (The combinatorial index, Ed. Bunin B. A., 1998, Academic press, p. 78) 
and is generally performed by stirring the resin bound intermediate obtained in step C with a 4- 
1 0 molar excess of acid HO-X-D activated with a 2-5 molar excess of diisopropylcarbodiimide or 
dicyclohexylcarbodiimide in the presence of a catalyst such as pyridine and/or 4-dimethylamino- 
pyridine. The reaction is carried out in a solvent such as THF, dioxane, toluene, dichloro- 

25 methane, DMF, NMP or a mixture of two or more of these. The reactions are performed be- 
tween 0°C and 80°C, preferably between 20°C and 40°C. When the reaction is complete ex- 
cess of reagents is removed by filtration. Alternatively, a solution of Lea'-X-D in an appropriate 
solvent such as acetonitrile, toluene, DMF, NMP, THF, dichloromethane, 1,2-dichloroethane 
or DMSO or a mixture of two or more of these, is added and the mixture is vortexed in the 

30 presence of a base such as triethylamine, diisopropylethylamine, dicyclohexylmethylamine or 
any other tertiary amine or potassium carbonate under heating, if necessary. The resin is 
successively washed with solvent used in the reaction, followed by washings with dichloro- 
methane. 
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Step E: 

The reaction is known (The combinatorial index, Ed. Bunin B. A., 1998, Academic press, p. 21) 
and is generally performed by stirring resin bound intermediate obtained in step D with a 50- 
95% solution of TFA. The final cleavage is carried out in a solvent such as THF, dichloro- 

5 methane, 1 ,2-dichloroethane, 1 ,3-dichloropropane, toluene or a mixture of two or more of 
these. The reaction is performed between 0°C and 80°C, preferably between 20°C and 40°C. 
When the reaction is complete the product is removed by filtration. The resin is successively 
washed with dichloromethane. The product and washings are collected. The solvent is re- 
moved and the product is dried in vacuo . The residue is dissolved in a 1:1 mixture of metha- 

10 nol and dichloromethane (1 mL) and concentrated in vacuo . The product (la) is dried in_ 
vacuo overnight. 

General procedure (B) for the solid phase synthesis of compounds of the general formula 
(la): 

15 Alternatively, steps B and C of procedure (A) can be modified so that step C is a reductive 
amination of a resin bound aldehyde or ketone: 



o 

X 

HO^A-Fmoc Q (HI) 



O 

HO^Z^ 0 
R 1 



Resjn , oH ^ Resm. Q Jk A _ Fmoc - Resln ^JL_ A J^ o 

Step A StepB R 1 



HO-X-D n n 



^Z^NH ~ ^ ^Z^-N^^D 

StepC J ^ ^ 'i 

R i StepD R 



StepE 




(la) 



20 wherein 
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R 1 , Z, E and D are as defined for formula (I), 
A is 

R \/ R9 r \ , r9 

_(CH 2 ) n -^- H . ^L_ (C H 2) _ 9 — or -b_| C H 2) 

5 

wherein R 8 and R 9 are as defined for formula (I), 
Xis 

o o o w o 

— L(ch 2 )— . -^0=0- or -^-(ag- 
io H H 

wherein r is as defined for formula (I), 

Lea* is a leaving group such as -OSu, chloro, phenoxy or 4-nitrophenoxy, and 

15 

Resin denotes a polystyrene resin with a linker such as the Wang linker: 




20 wherein PS denotes polystyrene. 
Step B: 

This step is identical to step B of general procedure (A) with the modification that acid (III) is 
used instead of acid (II). 

25 

Step C: 

The reaction is generally known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic 
Press, p. 133) and is generally performed by stirring resin bound aldehyde or ketone with an 
excess of amine at low pH (by addition of an acid, such as acetic acid or formic acid) in a sol- 
30 vent such as THF, DMF, NMP, methanol, ethanol, DMSO, dichloromethane, 1 ,2-dichloro- 
ethane, trimethyl orthoformate, triethyl orthoformate, or a mixture of two or more of these. A 
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reducing agent such as sodium cyanoborohydride may be used. The reaction is performed 
between 20°C and 120°C, preferably at 25°C. 

The following examples 1 to 9 were prepared according to general procedure (A). 

5 

EXAMPLE 1 (general procedure (A)) 

3-(4-(fA/-(5-Chlorobenzofblthiophen-3-carbonvl)-A/-(2 > 2>diphenvlethvl)amino1methyl)benzovl- 
amino)propionic acid 



Step A: Resin bound Fmoc-3-aminopropionic acid 

Polystyrene resin loaded with the Wang linker (1.07 mmol/g, 25.0 g, 26.75 mmol) was 
treated overnight at 25°C with a solution of A/-Fmoc-3-aminopropionic acid (33.3 g, 107 mmol) 
in 100 mL THF activated with diisopropylcarbodiimide (8.5 mL, 54 mmol) in the presence of 4- 
15 dimethylaminopyridine (0.2 g). Excess of reagents was removed by filtration. The resin bound 
intermediate was successively washed with 3 x 100 mL THF, 3 x 100 mL DMF and 3 x 100 
mL methanol. The resin was dried overnight in vacuo at 50°C for 16 hours to afford 31 .54 g 
resin bound Fmoc-3-aminopropionic acid. 

20 A small sample of resin bound intermediate (25 mg) was withdrawn and treated with 50% 
TFA in dichloromethanefor 30 min. The resin was drained and washed with dichloromethane 
several times. The combined filtrates were concentrated in vacuo . The residue was diluted 
with 10 mL acetonitrile and analyzed by HPLC. The yield was calculated from HPLC trace at 
214 nm compared to the solution of a standard. 



Step B: Resin bound 3-r4-(bromomethyl)benzovl1aminopropionic acid 

The above resin bound Fmoc-3-aminopropionic acid (3.95 g, 2.4 mmol) was treated with 40 mL 
50% piperidine in DMF for 15 min. The reagent was removed by filtration. The resin was suc- 
cessively washed with 3 x 20 mL DMF and 20 mL of a 1M solution of A/-hydroxybenzotriazole 
30 in DMF. The resulting resin bound intermediate was treated with a solution of 4-bromomethyl- 
benzoic acid (2.15 g, 10 mmol) and N-hydroxybenzotriazole (1.52 g, 10 mmol) in 25 mL THF 




10 



25 
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activated by diisopropylcarbodiimide (1.57 mL, 10 mmol). The reaction was performed at 25°C 
for 12 hours. Excess of reagents was removed by filtration. The resin bound intermediate was 
successively washed with 3 x 20 mL THF, 3 x 20 mL DMF and 3 x 20 mL methanol. The 
resin was dried in vacuo at 50°C for 16 hours to afford 3.77 g resin bound 3-[4-(bromo- 
5 methyl)benzoyl]aminopropionic acid. 

An analytical sample of resin bound intermediate (0.05 g) was withdrawn and treated with 1 
mL 50% TFA in dichloromethane for 30 min. The resin was drained and washed with di- 
chloromethane several times. The combined filtrates were concentrated in vacuo . The resi- 
10 due was diluted with 20 mL of acetonitrile and characterized by analytical RP-HPLC (R t = 
8.25 min) and by HPLC-MS (Method A) (m/z = 287 (M + 1)). 

Step C: Resin bound 3-(4-(f(A/-2 t 2-diphenvlethvl)methvnbenzovl}amino)propionic acid 
The above resin bound 3-[4-(bromomethyl)benzoyl]aminopropionic acid (1.0 g, 0.64 mmol) 
15 was treated with 2,2-diphenylethyIamine (1.26 g, 6.4 mmol) in 4 mL DMSO. The reaction was 
stirred at 80°C for 12 hours. Excess of reagents was removed by filtration. The resin was 
successively washed with 3 x 10 mL DMSO and 3 x 10 mL methanol and dried in vacuo at 
50°C for 16 hours to afford 1.07 g resin bound 3-(4-{[(/V-2,2- 
diphenylethyl)methyl]benzoyl}amino)propionic acid. 

20 

An analytical sample of resin bound intermediate (0.05 g) was withdrawn and treated with 1 
mL 50% TFA in dichloromethane for 30 min. The resin was drained and washed with di- 
chloromethane several times. The combined filtrates were concentrated in vacuo . The resi- 
due was dissolved in 20 mL of acetonitrile and characterized by analytical RP-HPLC (Rt = 
25 8.70 min) and by HPLC-MS (Method A) (m/z = 417 (M + 1)). 

Step D: Resin bound 3-(4-([A/-(5-chlorobenzofb1thiophen'3-carbonyl)-/V-(2.2-diphenvl- 
ethyl)amino1methvl)benzovlamino)propionic acid 

The above resin bound 3-(4-{[(A/-2,2-diphenylethyl)methyl]benzoyl}amino)propionicacid (1.02 
30 g, 0.61 mmol) was suspended in THF and successively washed with 2 x 10 mL THF, 2x10 
mL 5% diisopropylethylamine in THF and 5 x 10 mL THF. The resin slurry was then treated 
with with 5-chlorobenzo[b]thiophen-3-carboxylic acid (0.51 g, 2.4 mmol) in 4 mL THF, 4 mL 
pyridine, diisopropylcarbodiimide (0.19 mL, 1.2 mmol) and 4-dimethylaminopyridine (24 mg, 
0.12 mmol) The reaction mixture was stirred at 25°C for 12 hours. The resin was drained and 
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successively washed with 3 x 10 mL THF, 3 x 10 mL DMF and 5 x 10 mL dichloromethane 
and used in next step without any characterization. 

Step E: 3-(4-(f/V-(5-Chlorobenzof^ 
5 benzoylamino)propionic acid 

The resin bound 3-(4-{[A/-(5-chlorobenzo[b]thiophen-3-carbonyl)-A/-(2,2-diphenylethyl)- 
amino]methyl}benzoylamino)propionic acid was treated with a 50% solution of TFA in di- 
chloromethane (10 mL). The cleavage mixture was stirred for 45 min at 25°C. The resin was 
drained and washed with dichloromethane several times. The combined filtrates were con- 
10 centrated in vacuo . The residue was dissolved in a 1:1 mixture of methanol and dichloro- 
methane (1 mL) and concentrated in vacuo to afford 0.359 g of the title compound . The prod- 
uct was characterized by analytical RP-HPLC (R t = 14.2 min) and by HPLC-MS (Method A) 
(m/z = 597 (M + 1)). 

15 The crude product (50 mg) was purified by column chromatography on RP-C18 silica gel 
(Sep-Pak, Waters) eluting with a mixture of acetonitrile and water. Pure fractions were 
pooled and evaporated in vacuo to afford 16.7 mg of pure title compound . 

EXAMPLE 2 (general procedure (A)) 
20 3-(4-{fA/-(5-Chlorobenzorb1thiophen-3-carbonyl)>A/-(3,4-dichlorophenvlethvl)amino1methvl)- 
benzovlamino)propionic acid 

ci 



The product was characterized by analytical RP-HPLC (R t = 14.12 min) and by HPLC-MS 
25 (Method A) (m/z = 589 (M + 1 )). 
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EXAMPLE 3 (general procedure (A)) 
3-(4-{f/V-(2-Benzofb1thiophe^ 
amino)propionic acid 



The product was characterized by analytical RP-HPLC (R, = 14.96 min) and by HPLC-MS 
(Method A) (m/z = 535 (M + 1)). 

EXAMPLE 4 (general procedure (A)) 
3-(4-(fA/-(Benzorb1thiophen-2-carbonvD^^ 
amino)propionic acid 



The product was characterized by analytical RP-HPLC (R| = 15.17 min) and by HPLC-MS 
(Method A) (m/z = 521 (M + 1)). 

EXAMPLE 5 (general procedure (A)) 

3-(4-(f/V43-(2 > 6-Dichlorophenvnacrvlovl1-A/-(2-ethvlhexyl)amino1methvl)benzovlamino)- 
propionic acid 






The product was characterized by analytical RP-HPLC (R t = 15.26 min) and by HPLC-MS 
(Method A) (m/z = 533 (M + 1)). 
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EXAMPLE 6 (general procedure (A)) 
3-(4-(f/V-r3-(2.6-Dichlorophen^^ 
propionic acid 



The product was characterized by analytical RP-HPLC (R, = 15.08 min) and by HPLC-MS 
(Method A) (m/z = 567 (M + 1)). 

EXAMPLE 7 (general procedure (A)) 
10 3-(4-{f/V-(Benzofblthiophen-2-carbonYl)-^ 
propionic acid 



The product was characterized by analytical RP-HPLC (R, = 14.70 min) and by HPLC-MS 
1 5 (Method A) (m/z = 529 (M + 1 )). 

EXAMPLE 8 (general procedure (A)) 

3-(4-(fA/-(4-Chlorobenzovl)-A/-(3 t 3-diphenvlpropyl)amino1methvl)benzovlamino)propionic acid 






o 



The product was characterized by analytical RP-HPLC (R t = 13.6 min) and by HPLC-MS 
(Method A) (m/z = 555 (M + 1)). 
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EXAMPLE 9 (general procedure (A)) 
3-(3-(f/V-(5-Chlorobenzorb1thi^ 
benzoylamino)propionic acid 



<JU«J 



HO 



O O 




CI 



The product was characterized by analytical RP-HPLC (R t = 14.5 min) and by HPLC-MS 
(Method A) (m/z = 597 (M + 1)). 



10 General procedure (C) for the solid phase synthesis of compounds of the general formula 
ObV 



o 
11 

HO*^A-Fmoc 



Resin. 



OH 



Step A 



O 

Resin. ^JU^ 

0 A — Fmoc 



HO 



0 

^ z Lea 
R 1 



(I") 



StepB 



O O 
Resin. ^ J A- 



Z,-Lea 
R 1 



H 2 N-E 



StepC 



O O 



Resin. J* A 



r 



NH 



Lea'-X-D, 
0-N=C=O or 
D-N=C=S 

StepD 



Resin. 



O 0 
-A ^ 



' 1 



StepE 



O O 



HO 



' t 



wherein 



15 



(ib) 



A, Z, R\ E and D are as defined for formula (I), 
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X is -S(0) 2 -(CH 2 )r-> -C(0)NH- or -C(S)NH-, wherein r is as defined for formula (I), 
Lea is a leaving group such as chloro, bromo, iodo, mesyl or tosyl, 

5 

Lea' is a leaving group such as -OSu, chloro, phenoxy or 4-nitrophenoxy, and 
Resin denotes a polystyrene resin with a linker such as the Wang linker: 



wherein PS denotes polystyrene. 
Step A: 

15 Wang resin (10.0 g, Bachem 1250, 0.96 mmol/g) is suspended in NMP (100 mL) and 

drained, resuspended in THF (100 mL) and drained again. A solution of a Fmoc-protected 
amino acid (eg Fmoc-p-alanine ) (58 mmol), diisopropylcarbodiimide (4.2 g, 34 mmol) and 
4-dimethylaminopyridine (0.07 g, 0.6 mmol) in THF (80 mL) is added to the resin and vor- 
texed for 16 hours. The resin is drained and washed with THF (3 x 100 mL) and NMP (3 x 

20 100 mL). 

Step B: 

All the resin synthesised in step A is used in this step. A solution of 20% piperidine in NMP 
(100 mL) is added to the resin and the mixture vortexed for 1 hour. After draining the resin is 

25 washed in NMP (3 x 100 mL) and THF (5 x 100 mL). A solution of intermediate (II), eg 

4-(bromomethyl)benzoic acid (or a substituted analogue thereof ) (29 mmol), hydroxybenzo- 
triazole (4.4 g, 29 mmol) and diisopropylcarbodiimide (3.6 g, 29 mmol) in THF (70 mL) is 
added and the mixture is vortexed for 16 hours. The resin is drained and washed with THF (2 
x 100 mL), NMP (2 x 100 mL), dichloromethane (2 x 100 mL) and methanol (5 x 100 mL), 

30 and dried in vacuo. 



10 




Step C: 

6 g of the resin synthesised in step B is used in this step. A solution of a primary amine (eg 
2-phenethylamine or 4-terf-butylcyclohexylamine) (48 mmol) in DMSO is added to the resin 
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and vortexed at 80°C for 16 hours. The resin is drained and washed with NMP (3 x 100 mL), 
dichloromethane (3 x 100 mL) and methanol (4 x 100 mL), and dried in vacuo . 

Step D: 

5 50 mg of the resin produced in step C is used in this step. The resin is suspended in NMP 
(1.5 mL) and drained. A solution of an isothiocyanate or an isocyanate (eg phenylisocyanate 
or 4-trifluoromethoxyphenylisocyanate) (0.24 mmol) in NMP (1 mL) is added and the mixture 
is vortexed for 16 hours. Alternatively, a solution of Lea'-X-D in an appropriate solvent such 
as acetonitrile, toluene, DMF, NMP, THF, dichloromethane, 1 ,2-dichloroethane or DMSO or 
10 a mixture of two or more of these, is added and the mixture is vortexed in the presence of a 
base such as triethylamine, diisopropylethylamine, dicyclohexylmethylamine or any other ter- 
tiary amine or potassium carbonate under heating, if necessary. The resin is drained and 
washed with DMF (3x1 mL), methanol (3 x 1 mL), 2-propanol (3 x 1 mL), terf-butyl- 
methylether (3 x 1 mL) and dichloromethane (3 x 1 mL). 

15 

Step E: 

All the resin synthesised in step D is used. A solution of TFA and dichloromethane (1:1,2 
mL) is added to the resin and vortexed for 45 min. The resin is drained and the eluent eva- 
porated in vacuo to give a compound of general formula (lb). 

20 

Optionally, the compound can be purified by chromatography eg HPLC. 

The compounds of general formula (lb) can be prepared either as single compounds or by par- 
allel synthesis using the protocol mentioned above in a combinatorial approach. Thousands of 
25 compounds of formula (lb) can thus be prepared by this combinatorial approach which can be 
semi-automated or fully automated. The automation of this protocol can be performed eg using 
a 96 well setup using an automated synthesizer device. 

The following examples were prepared according to general procedure (C). 

30 
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EXAMPLE 10 (general procedure (Q) 

3^4-[3-Biphenvl-4-vl-1-(2-ethvlhexvl)ureidomethvnbenzoylamino)propionic acid 



HO 




The product was characterized by HPLC-MS (Method C): R t = 4.30 min, m/z = 530 (M + 1). 



EXAMPLE 11 (general procedure (Q) 

3-(4-f1-(4-terf-BuWlcvclohexvl)-3-(4-trifIuoromethoxyphenvl)ureidomethvl1benzovlamino}- 
propionic acid 




The product was characterized by HPLC-MS (Method C): R| = 4.33 min, m/z = 564 (M + 1). 
EXAMPLE 12 (general procedure (O) 

3-(4-f3-Biphenvl-4-vl-1'(4"te/t-butvlcvclohexvl)ureidomethyl1benzovlamino}propionic acid 




The product was characterized by HPLC-MS (Method C): R t = 4.40 min, m/z = 556 (M + 1). 
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EXAMPLE 13 (general procedure (O) 
3-(4-ri-(4-fe/t-Butvlcyclohexyl)-3-(3-trffl^ 
propionic acid 



5 

The product was characterized by HPLC-MS (Method C): R t = 4.31 min, m/z = 548 (M + 1). 
EXAMPLE 14 (general procedure (CD 

3-{4-f1-(2-EthvlhexvlV3-(4-phenoxvphenvl)ureidomethvl1benzoylamino)propionic acid 



The product was characterized by HPLC-MS (Method C): R t = 4.30 min, m/z = 546 (M + 1). 

EXAMPLE 15 (general procedure (CD 
15 3-{4-f1-(4-Methylcvclohexvl)-3-(4-trifluoromethoxyphenvl)ureidomethyl1benzoylamino)- 
propionic acid 




10 





20 



The product was characterized by HPLC-MS (Method C): R t = 3J8 min, m/z = 522 (M + 1). 
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EXAMPLE 16 (general procedure (Q) 

3-{4-f1-(4-te^BuWlcyclohexyl)-3-(3,4-dichl^^^ 

acid 




ci 

5 

The product was characterized by HPLC-MS (Method C): R t = 4.62 min, m/z = 548 (M + 1). 
EXAMPLE 17 (general procedure. (O) 

3-(4-f1-(4-tert-Butvlcvclohexvl)-3-(4-phenoxyphenvl)ureidomethvnbenzovlamino)propionic 
10 acid 




The product was characterized by HPLC-MS (Method C): R t = 4.30 min, m/z = 572 (M + 1). 

15 EXAMPLE 18 (general procedure (O) 

3-(4-H-(3,3-Diphenvlpropvl)-3-(4-trifluoromethoxvphenyl)ureidomethvl1benzovlamino)- 
propionic acid 




20 The product was characterized by HPLC-MS (Method C): R t = 4.1 3 min, m/z = 620 (M + 1 ). 
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EXAMPLE 19 (general procedure (Q) 
3-(4-H-f2-(3.4-Dichlorophenyl)ethvl1-3-(4^^^^ 
aminolpropionic acid 



5 

The product was characterized by HPLC-MS (Method C): R t = 4.00 min, m/z = 598 (M + 1). 
EXAMPLE 20 (general procedure (Q) 

3-(4-f3-(3"Cvanophenyl)-1-(2-ethvlhexyl)ureidomethvnbenzovlamino)propionic acid 

/ CH 3 



The product was characterized by HPLC-MS (Method B): Rt = 5.50 min, m/z = 479 (M + 1). 

EXAMPLE 21 (general procedure (O) 
15 3-(4"f1-(2-EthvlhexvlV3-(3-trifluoromethvlphenvl)ureidomethvnbenzovlamino)propionicacid 



CI 






The product was characterized by HPLC-MS (Method B): R t = 



6.17 min, m/z = 552 (M + 1). 
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EXAMPLE 22 (general procedure (CD 

3-(4-ri-(4-Methvlcvclohexyl)-3-(4-phenoxvhenyl)ureidomethvl1benzoylamino)propion acid 




The product was characterized by HPLC-MS (Method B): R t = 5.73 min, m/z = 530 (M + 1). 
EXAMPLE 23 (general procedure (C)) 

3-(4-ri-(4-fert-Butylcyclohexvl)-3-(24hiophen-2'Vlethvl)ureidomethynbenzovlamino)propionic 
acid 




The product was characterized by HPLC-MS (Method B): R, = 5.60 min, m/z = 514 (M + 1). 
EXAMPLE 24 (general procedure (O) 

3-(4-ri-(4-terf-Butylcvclohexvl)-3-(5~chloro-2 1 4-dimethoxyphenyl)ureidomethvnbenzoyl" 
aminolpropionic acid 




The product was characterized by HPLC-MS (Method B): R t = 6.30 min, m/z = 574 (M + 1). 
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EXAMPLE 25 (general procedure (Q) 
3-(4-M-(4-fert-Butvlcvclohexvl)-3-(2-trifluorom 
propionic acid 



5 

The product was characterized by HPLC-MS (Method B): R t = 6.10 min, m/z = 548 (M + 1). 
EXAMPLE 26 (general procedure (O) 

3-f4^1-(4-te/t-Butvlcvclohexvl)-3-(3-methvlsulfanylphenyl)ureidomethvl1benzovlaminoV 
10 propionic acid 



The product was characterized by HPLC-MS (Method B): R, = 6.03 min, m/z = 526 (M + 1). 

15 EXAMPLE 27 (general procedure (Q) 

3-(4-f1-(4"terf-Butvlcvclohexvl)-3-phenethylureidomethvnbenzoylamino)propionic acid 



The product was characterized by HPLC-MS (Method B): R t = 5.53 min, m/z = 508 (M + 1). 






20 
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EXAMPLE 28 (general procedure (O) 

3-(443-Biphenvl-2-vl-1-(4'tert"butvlcvclohexvl)ureidomethvnbenzovlamino)propionic acid 




The product was characterized by HPLC-MS (Method B): R, = 6.14 min, m/z = 556 (M + 1). 

EXAMPLE 29 (general procedure (Q) 

3-(4-f1-(4-tert-BuWlcyclohexvl^ 

acid 




CH 3 



The product was characterized by HPLC-MS (Method B): R t = 7.98 min, m/z = 522 (M+1). 
EXAMPLE 30 (general procedure (O) 

3-(4-n-(4-te/f-Butvlcvclohexvl)-3-(4-methvlsulfanvlphenyl)ureidomethvnbenzovl)amino- 
propionic acid 




The product was characterized by HPLC-MS (Method B): R t = 7.58 min, m/z = 526 (M+1). 
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EXAMPLE 31 (general procedure (O) 

3-(4-n-(4-te^Butvlcvclohexyl)-3-(4-metho 

acid 



5 

The product was characterized by HPLC-MS (Method B): R, = 6.93 min, m/z = 510 (M+1). 
EXAMPLE 32 (general procedure (O) 

3-(4-n>(4-te/t-ButvlcvclohexylV3-(4-acetvlphenvl)ureidomethvl1benzovl)aminopropionic acid 

CH 3 

H 3 C H~ CH 3 



The product was characterized by HPLC-MS (Method B): R t = 7.03 min, m/z = 522 (M+1). 

EXAMPLE 33 (general procedure (Q) 
15 4-{3-(4-tert-Butylcyclohexyl)-3-[4-(2-carboxvethvlcarbamovl)benzvnureido)benzoic acid butyl 





10 



o 



ester 




o 



The product was characterized by HPLC-MS (Method B): R ( = 8.33 min. 



20 
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EXAMPLE 34 (general procedure (CD 

3-(4-f1-(4-terlButvlcyclohexyl)-3-(4-chloro^ acid 




The product was characterized by HPLC-MS (Method B): R t = 7.68 min, m/z = 514 (M+1). 
EXAMPLE 35 (general procedure (CD 

3-(441-(4-frans-tert-Butylcvclohexyl)-3-(2 t 4-dichlorophenvl)ureidomethvnbenzovlamino)- 
propionic acid 




Trans 



1 H NMR (DMSO-d 6 ): 8 0.82 (9H, s), 0.9-1.7 (9H, m), 4.04 (1H, t) t 4.60 (2H f s), 7.38 (4H, m), 
7.60 (2H, m), 7.78 (2H, d), 8.48 (1H, t). 

HPLC-MS (Method B): R t = 8.25 min, m/z = 548 (M +1). 

EXAMPLE 36 (general procedure (CD 

3-f4-[1-(2-Ethvlhexvl)-3-(4-trifluoromethvlphenyl)ureidomethvnbenzoylamino)propionic acid 



o o 




1 H NMR (DMSO-de): 5 7.33 (2H, d), 7.59 (2H, d), 7.68 (2H, d), 7.81 (2H, d), 8.50 (1H, t) f 8.81 
(1H, s). 



WO 00/698 10 



PCT/DK00/00264 



95 



EXAMPLE 37 (general procedure (O) 

4-f3'f4-(2-Carboxvethvlcarbamovl)benzvn-3'(2-ethvlhexvl)ureido1benzoic acid butyl ester 



1 H NMR (DMSO-cfe): 5 4.23 (2H, t), 4.69 (2H, s), 7.33 (2H, d), 7.60 (2H, d), 7.80 (2H, d), 7.84 
(2H, d), 8.49 (1H,bt), 8.81 (1H,s). 

EXAMPLE 38 (general procedure (Q) 
10 3-(4-[3-(4-Chlorophenvl)-1-(2'ethvlhexvl)ureidomethvl1benzovlamino)propionic acid 

^CH 3 



1 H NMR (DMSO-c/e): 5 4.64 (2H, s), 7.04 (2H, d) t 7.3-7.35 (4H, m), 7.81 (2H, d), 8.28 (1H, s), 
8.48 (1H, bt). 




o 




EXAMPLE 39 (general procedure (Q) 



3-(4'n-(2-Ethvlhexvl)-3-p-tolvlureidomethvnbenzoylamino)propionic acid 




20 1 H NMR (DMSO-d 6 ): 5 4.65 (2H, s), 7.06 (2H, d), 7.31-7.33 (4H, m), 7.81 (2H, d), 8.29 (1H, 
s), 8.49 (1H, bt). 
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EXAMPLE 40 (general procedure (O) 

3-f3-f4-(2-Carboxvethvlcarbamovl)benzvn-3-(2-ethvlhexyl)ureido1benzoic acid ethyl ester 

CH, 



1 H NMR (DMSO-de): 8 4.30 (2H, q), 4.67 (2H, s), 7.33 (2H, d), 7.36 (1H. t), 7.53 (1H, t). 7.74 
(1H, bd), 7.80 (2H, d), 8.07 (1H, s), 8.48 (1H, bt), 8.65 (1H, s). 

EXAMPLE 41 (general procedure (O) 

3-f4-[1-(2-Ethvlhexvl)-3-(4-methvlsulfanvlphenvl)ureidomethyl1benzovlamino)propionic acid 

^ch 3 



'H NMR (DMSO-de): 8 4.66 (2H, s), 7.18 (2H, d), 7.31 (2H, d), 7.39 (2H, d), 7.78 (2H, d), 8.40 
(1H, s), 8.50 (1H, bt). 

EXAMPLE 42 (general procedure (O) 





3-{4-[1-(2-Ethvlhexyl)-3-(4-ethvlphenvl)ureidornethvllbenzoylamino)propionic acid 




1 H NMR (DMSO-de): 8 4.51 (2H, s), 7.10 (2H, d), 7.32 (4H, m), 7.79 (2H, d), 8.28 (1H, s), 
8.48 (1H, t). 
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EXAMPLE 43 (general procedure (O) 

3-{4-f1-(2-Ethvlhexvn-3-(4HSOpropylphenvl)ureidomethvl1benzovlamino)propionic acid 



5 1 H NMR (DMSO-c/e): 5 4.70 (2H, s), 7.33 (2H, d), 7.58 (2H, d), 7.67 (2H, d), 7.78 (2H, d), 8.46 
(1H,t), 8.70 (1H,d). 

EXAMPLE 44 (general procedure (Q) 

3-(4-ri-(3-Methvlcvclohexvl)'3-(4-phenoxyphenvl)ureidomethvl1benzovlamino)propionic acid 



1 H NMR (DMSO-cfe): 8 4.61 (2H, s), 6.92 (4H, m), 7.07 (1H, t), 7.33 (4H, m), 7.41 (2H, m), 
7.76 (2H, d), 8.29 (1H. d), 8.45 (1H, t). 

15 EXAMPLE 45 (general procedure (O) 

3-(4-[3-(4-Benzvloxvphenvl)-1-(4-methvlcvclohexvl)ureidomethvl1benzovlamino)propionic 
acid 




CH 3 




CH. 




20 1 H NMR (DMSO-d 6 ): 5 5.01 (2H, s), 6.90 (2H, d), 7.1-7.3 (10H, m), 7.77 (2H, d), 8.15 (1H, s), 
8.44 (1H, bt). 
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EXAMPLE 46 (general procedure (Q) 

3-(4-ri-f2-(3.4-Dichlorophenvl)ethvl)-3-(4-ethvlphenyl)ureidomethvnbenzovlamino}propion 
acid 



1 H NMR (DMSO-cfe): 5 4.67 (2H, s), 7.08 (2H, d), 7.25 (1H, d), 7.35 (4H, m), 7.53 (2H, m), 
7.81 (2H, d), 8.31 (1H, s), 8.48 (1H, bt). 

EXAMPLE 47 (general procedure (Q) 

3-{4-f3-(4-Benzvloxvphenvl)-1"f2-(3,4-dichlorophenvl)ethvnureidomethvl1benzovlamino>- 
propionic acid 



1 H NMR (DMSO-cf 6 ): 5 4.60 (2H, s), 5.10 (2H, s), 6.92 (2H, d), 7.25-7.47 (10H, m), 7.55 (2H, 
m), 7.25 (1H f d), 7.81 (2H t d), 8.27 (1H t s), 8.45 (1H, t). 

EXAMPLE 48 (general procedure (Q) 

3-(441-(2-Methvlcvclohexvl)-3-(4-phenoxvphenvl)ureidomethvl1benzoylamino)propionic acid 



ci 




CI 





HPLC-MS (Method C): m/z: 530, R t = 6.96 min. 
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EXAMPLE 49 (general procedure (CD 

4-f3>r4"f2"Carboxvethvlcarbamovl)benzvn-3-(2-phenylpropvl)ureidolbenzoic acid butyl ester 




o 



5 1 H NMR (DMSO-cfe): 5 7.20 (2H, t), 7.3 (6H t m), 7.55 (2H, d), 7.77 (2H, d), 7.83 (2H, d) ( 8.46 
(1H f d). 8.69 (1H,s). 

EXAMPLE 50 (general procedure (Q) 

3-(4-r3-(4-lsopropvlphenvl)-1-(2-phenvlpropvl)ureidomethyl1benzoylamino)propionic acid 

10 CH > 

1 H NMR (DMSO-de): 5 7.11 (2H, d), 7.2-7.35 (9H, m), 7.78 (2H, d) t 8.23 (1H, s), 8.49 (1H f t). 

EXAMPLE 51 (general procedure (Q) 
15 4-(3-f4-(2-Carboxyethvlcarbamovl)benzvn-3-r2-(4-chlorophenyl)ethyl1ureido)benzoic acid bu- 
tyl ester 

ci 




HO 



O O 




1 H NMR (DMSO-d 6 ): 8 7.27 (2H, d), 7.31-7.36 (4H, m), 7.60 (2H, d). 7.81 (2H, d), 7.86 (2H, 
20 d), 8.47 (1H,t), 8.77 (1H,s). 
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EXAMPLE 52 (general procedure (O) 

3-(4-f1-f2-(4-Chlorophenyl)etM 

acid 



ci 




ch 3 



1 H NMR (DMSO-d 6 ): 5 7.10 (2H, d), 7.24 (2H, d), 7.30-7.34 (6H, m), 7.78 (2H, d), 8.29 (1H, 
s). 

EXAMPLE 53 (general procedure (O) 

344-f 1 >(2 1 2-Diphenvlethvn-3-(4-phenoxvphenvl)ureidomethvl1benzoylamino)propionic acid 




HPLC-MS (Method C): m/z 614, R t = 7.35 min. 
EXAMPLE 54 (general procedure (O) 

4-r3-f4-(2-Carboxvethvlcarbamovl)benzvn-3-(2,2-diphenvlethvl)ureido1benzoic acid butyl es- 
ter 




1 H NMR (DMSO-de): 5 7.18 (2H, t), 7.25-7.3 (6H, m), 7.34 (4H, m) f 7.47 (2H, d), 7.75 (2H, d), 
7.80 (2H f d) f 8.52 (1H, b), 8.71 (1H, s). 
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EXAMPLE 58 (general procedure (Q) 

3-{4-f1-(4-ferf-Butvlcvclohexvl)-3-(4-trifluoromethvlsulfanvlphenyl)ureid 
benzoylaminolpropionic acid 



5 




'H NMR (DMSO-c/ 6 ): 5 8.46 (s, 1H); 8.34 (s, 1H); 7.74 (d, 2H); 7.40 (d, 2H); 7.34 (d, 2H); 7.16 
(d, 2H); 4.59 (s, 2H); 0.85 (s, 9H). 

10 EXAMPLE 59 (general procedure (Q) 
3-(4-f1-(4-te^Butylcyclohexyl)-3-(4-me 



acid 




15 1 H NMR (DMSO-d 6 ): 8 8.46 (s, 1H); 8.18 (s, 1H); 7.76 (d, 2H); 7.30 (d, 2H); 7.28 (d, 2H); 6.8 
(d, 2H); 4.58 (s, 2H); 3.73 (s, 3H); 0.80 (s, 9H). 

EXAMPLE 60 (general procedure (O) 

3-{4-r3-(4-AceWlphenvn-1-(4-ferf-butvlcvclohexvl)ureidomethyl1benzovlamino)propionic acid 




WO OO/69810 



PCT/DKOO/00264 



101 

EXAMPLE 55 (general procedure (O) 

3-(441-(2.2-Diphenvlethvl)'3"(4-isopropylphenvl)ureidomethvnbenzovlamino)propionic acid 




1 H NMR (DMSO-de): 5 7.06 (2H, d), 7.16-7.35 (14H, m), 7.75 (2H, d), 8.24 (1H, s). 
EXAMPLE 56 (general procedure (Q) 

3-{4-f1-(4-ferf-Butvlcvdohexvl)-3-(4-isopropylphenvl)ureidomethvnbenzoylamino)propionic 
acid 




1 H NMR (DMSO-cfe): 5 8.41 (s, 1H); 8.20 (s, 1H); 7.75 (d, 2H); 7.34 (d, 2H); 7.32 (d, 2H); 7.08 
(d, 2H); 4.08 (s, 2H); 1.19 (d, 6H); 0.83 (s, 9H). 

EXAMPLE 57 (general procedure (Q) 

3-(4-f1-(4-^e/t-BuWlcydohexyl)-3-(4-phenoxyphenvl)ureidomethvnbenzovlamino)propionic 
acid 




1 H NMR (DMSO-de): 5 8.44 (s, 1H); 8.35 (s, 1H); 7.78 (d, 2H); 7.45 (d, 2H); 7.38 (d, 2H); 7.34 
(d, 2H); 6.94 (m, 5H); 4.60 (s, 2H); 0.81 (s, 9H). 
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1 H NMR (DMSO-cfe): 5 8.70 (s ( 1H); 8.42 (s, 1H); 7.86 (d, 2H); 7.76 (d, 2H); 7.62 (d, 2H); 7.30 
(d, 2H); 4.62 (s, 2H); 0.81 (s, 9H). 

EXAMPLE 61 (general procedure (O) 

4'{3-(4-ferf-Butvlcvclohexvl)-3-r4-(2-carboxvethvlcarbamovl)benzvnureido)benzoic acid butyl 
ester 



1 H NMR (DMSO-d 6 ): 5 8.71 (s, 1H); 8.42 (t, 1H); 7.83 (d, 2H); 7.76 (d, 2H); 7.61 (s, 2H); 7.32 
(d, 2H); 4.64 (s, 2H); 4.26 (t, 2H); 0.94 (t, 3H); 0.83 (s, 9H). 

EXAMPLE 62 (general procedure (O) 

3-{4-[1-(4-fert-Butvlcydohexvl)-3-(4-isobutvlphenvl)ureidomethyllbenzovlamino)propionic 
acid 



1 H NMR (DMSO-c/ 6 ): 5 8.46 (t, 1H); 8.22 (s, 1H); 7.75 (d, 2H); 7.35 (d, 2H); 7.33 (d, 2H); 7.05 
(d, 2H); 4.60 (s, 2H); 1.17 (d, 6H); 0.83 (s f 9H). 




o 




WO OO/69810 



PCT/DKOO/00264 



104 



EXAMPLE 63 (general procedure (O) 
3-(441-(4-tert-Butvlcvclohexvl)-3-(44^ 
propionic acid 



1 H NMR (DMSO-cf 6 ): 5 8.72 (s, 1H); 8.45 (t t 1H); 7.78 (d, 2H); 7.72 (d, 2H); 7.60 (d, 2H); 7.35 
(d, 2H); 4.65 (s, 2H); 4.10 (m, 1H); 0.85 (s, 9H). 

EXAMPLE 64 (general procedure (Q) 
10 3-{4-ri-(2-Ethvlhexvl)-3-(4-isobuMphenvl)ureidomethyl1benzovlamino)propionic acid 

/CH 3 



1 H NMR (DMSO-cf 6 ): 5 8.47 (t, 1H); 8.30 (s, 1H); 7.82 (d, 2H); 7.36 (d, 2H); 7.32 (d, 2H); 7.05 
(d, 2H); 4.65 (s, 2H), 1.12 (m, 9H); 0.85 (m, 12H). 

EXAMPLE 65 (general procedure (Q) 
34443-(4-Trifluoromethoxyphenvl)-1 -(2,6.6^ 
benzoylamino)propionic acid 




ch 3 

H 3 C-j-CH 3 



F 





20 

1 H NMR (DMSO-d 6 ): 5 8.52 (s, 1H); 8.44 (t t 1H); 7.81 (d, 2H); 7.52 (d, 2H); 7.35 (d, 2H); 7.22 
(d. 2H); 4.91 (m, 1H); 4.76 (s, 2H); 1.22 (s, 3H); 1.13 (s, 3H); 0.98 (d, 3H). 
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EXAMPLE 66 (general procedure (Q) 
3-(4-f3-(4-lsopropylphenvl)-1^ 
aminolpropionic acid 



1 H NMR (DMSO-c/ 8 ): 8 8.44 (s, 1H); 8.17 (t f 1H); 7.78 (d, 2H); 7.34 (d, 2H); 7.26 (d, 2H); 7.08 
(d, 2H); 4.93 (m f 1H); 4.72 (s, 2H); 1.22 (s, 3H); 1.18 (d, 6H);1.13 (s, 3H); 0.98 (d, 3H). 

EXAMPLE 67 (general procedure (CD 
10 3-(441-(4-fe^Butvlcvclohexvl)-3-(4-nitrophenyl)ureidomethvl1benzoylamino)propionic acid 



1 H NMR (DMSO-d 6 ): 5 9.03 (s, 1H); 8.45 (t, 1H); 8.16 (d, 2H); 7.77 (d, 2H); 7.73 (d, 2H); 7.33 
(d, 2H); 4.67 (s, 2H); 4.10 (t, 1H); 0.86 (s, 9H). 

EXAMPLE 68 (general procedure (O) 

3-(4-ri-(4-te^ButvlcvclohexvlV3-(4 , -cvanobiphenyl-4-vl)ureidomethvl1benzovlamino)- 
propionic acid 



'H NMR (DMSO-cfe): 5 8.52 (1H, s), 8.48 (1H t t) ? 7.88 (4H, dd), 7.79 (2H, d), 7.79 (2H, d), 
7.62 (2H, d), 7.38 (2H, d). 
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EXAMPLE 69 (general procedure (CD 
3-(4-f3-(4-Butoxyphenyl)-1-(4-te^butYl<v^^ 

CH 3 
H 3 C-j~CH 3 

O Q 

CH, 



1 H NMR (DMSO-cfe): 5 8.45 (1H, m), 8.15 (1H, s). 7.78 (2H, d), 7.33 (4H, dd), 6.82 (2H, d). 

EXAMPLE 70 (general procedure (O) 
3-f4-M-(4-fert-Butvlcvclohexvl)-3-^ 
amino>propionic acid 



HO 



o o 




1 H NMR (DMSO-rfe): 5 8.43 (1H, m), 8.18 (1H, s), 7.98 (2H, s), 7.75 (2H, d), 7.43 (2H, d). 

EXAMPLE 71 (general procedure (O) 
3-{441-(4-te^Butvlcyclohexyl)-3-(4-fluoro^ 
amino)propionic acid 



CH 3 
H 3 C-4-CH 3 



HO 



O O 



Y 
o 



HPLC-MS (method B): m/z: 566, R, = 7.95 min. 
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EXAMPLE 72 (general procedure IC)) 

3-(441-(4-terf-Butylcyclohexyl)-3-(3,4-difluoro^ 

acid 




CH. 



F 



5 



HPLC-MS (method B): m/z: 517, R t = 7.29 min. 
EXAMPLE 73 (general procedure (CD 

4"(3-(4-tert-Butvlcvclohexvl)-3-f4-(2-carboxyethvlcarbamovl)benzvnureido>ben2oic acid iso- 
10 propyl ester 



1 H NMR (DMSO-c/ 6 ): 5 8.70 (1H, s), 8.48 (1H, t), 7.83 (2H, d) f 7.78 (2H t d), 7.63 (2H, d), 7.32 
(2H,d). 

15 

HPLC-MS (method B): m/z: 566 t R t = 7.69 min. 
EXAMPLE 74 (general procedure (Q) 

3-(441-(4-tert'BuWlcyclohexyl)-3-(4-chloro-3-trifluoromethylphenyl)ureidomethynbenzovl- 
20 aminolpropionic acid 




CH 3 
H 3 C-|- CH 3 



O CH 3 
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1 H NMR (DMSO-c/e): 5 8.80 (1H, s), 8.48 (1H, t), 8.05 (1H, s), 7.82 (1H, d), 7.77 (1H, d), 7.58 
(1H,d), 7.32 (1H,s). 

HPLC-MS (method B): m/z: 583, R, = 8.03 min. 



10 



General procedure (D) for the solid phase synthesis of compounds of the general formula 

The compounds of the general formula (lb) may also be prepared by the use of the following 
method: 



o 
11 

HO' * A- Fmoc 



O 

HO-A 



Resin. 



CI 



Step A 



Resin % ^ -Fmoc 



X Fmoc o o 

Resin, _Ji A ^ H 

R 1 



Aldehyde 
or ketone 



StepC 



Resin ^l_ A _^ ? 



Lea'-X-D, 
D-N=C=0 or 
D-N=C=S 

Step D 



Resin-0 



0 0 
Jl— A— ^ 



z Y N *x' D 

R 1 



StepE 



R 1 



(lb) 



wherein 



15 R 1 , A, Z, E and D are as defined for formula (I), 



X is -S(0) 2 -(CH 2 ) r -, -C(0)NH- or -C(S)NH-, wherein r is as defined for formula (I), 



Lea 1 represents a leaving group such as -OSu, CI-, PhO-, or 4-N0 2 -PhO-, and 
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Resin , 



CI 




CI 



where PS is polystyrene 



Step A: 



10 



15 



20 



25 



The reaction is known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 
24) and is generally performed by shaking a suspension of the resin with a solution of an 
Fmoc amino acid in the presence of a base such as triethylamine, diisopropylethylamine, di- 
cyclohexylmethylamine or any other tertiary amine. Typical solvents are pyridine, dichloro- 
methane, 1 ,2-dichIoroethane, DMF, NMP, THF, DMSO or mixtures of two or more of these. 
The reaction is performed between 20°C and 120°C, preferably at 25°C. Excess reagents are 
filtered off and the resin is washed with any solvent mentioned above including mixtures " 
hereof, containing a base as mentioned above and an alcohol, typically methanol, as a scav- 
enger of unreacted resin bound 2-chlorotritylchloride. 

Step B: 

The Fmoc protecting group is removed using a solution of 20% piperidine in DMF, which is 
added to the resin and vortexed for 0.5 hours. After draining the resin is washed with DMF 
containing 1-hydroxybenzotriazole (50 mg/mL) and DMF. 

The acylation (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 78) is 
performed by adding an excess of Fmoc amino-benzoic acid in a solvent such as DMF, 
NMP, THF, dichloromethane, 1,2-dichloroethane, acetonitrile, DMSO or a mixture of two or 
more of the these, optionally in the presence of a base such as W-methylmorpholine, triethyl- 
amine, diisopropylethylamine, dicyclohexylmethylamine or another tertiary amine, followed 
by a coupling reagent such as dicyclohexylcarbodiimide, diisopropylcarbodiimide, 
1 ,1 '-carbonyldiimidazole, 2-(1 H-9-azabenzotriazole-1-yl)-1 ,1 ,3,3-tetramethyluronium 
hexafluorophosphate or bromo-tris-pyrrolidinophosphonium hexafluorophosphate in a solvent 
such as DMF, NMP, THF, dichloromethane, 1,2-dichloroethane, acetonitrile, DMSO or a mix- 
ture of two or more of these, optionally in the presence of a side reaction inhibitor such as 3- 
hydroxy-4-oxo-3,4-dihydro-1,2,3-benzotriazine, A/-hydroxybenzotriazole or 1-hydroxy-7-aza- 
benzotriazole. The reaction is performed between 20°C and 40°C, preferably at 25°C. Excess 
reagents are filtered off and the resin is washed several times with the solvent used during 
the reaction. 
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Step C: 

The Fmoc protecting group is removed eg using a solution of 20% piperidine in DMF. The 
reductive amination is generally known (The combinatorial index, Ed. Bunin, B. A. 1998, Aca- 
5 demic Press, p. 167) and is performed by stirring resin bound amine with an excess of 

ketone or aldehyde at low pH (by addition of an acid, such as acetic acid or formic acid) in a 
solvent such as THF, DMF, NMP, methanol, ethanol, DMSO, dichloromethane, 1,2-dichloro- 
ethane, trimethyl orthoformate, triethyl orthoformate, or a mixture of two or more of the 
above. As reducing agent sodium trisacetoxy borohydride can be used. The reaction is per- 
10 formed between 20°C and 120°C, preferably at 25°C. Excess reagents are filtered off and the 
resin is washed several times with the solvent used during the reaction optionally in combina- 
tion with water. 

Step D: 

15 The reaction is generally known (Matthews, J.; Rivero, R. A. J. Org. Chem. 1997, 62, 6090- 
6092) and is usually performed by shaking resin bound amine with an excess of isocyanate 
or an equivalent such as a carbamate Lea'-X-D in a solvent such as DMF, NMP, THF, di- 
chloromethane, 1 ,2-dichloroethane, DMSO or a mixture of two or more of the above and 
when using Lea'-X-D in the presence of a base such as triethylamine, diisopropylethylamine, 

20 dicyclohexylmethylamine or any other tertiary amine or potassium carbonate. The reaction is 
performed between 20°C and 120°C, preferably between 20°C and 40°C. Excess reagent is 
filtered off and the resin is washed several times with the solvent used during the reaction. 

Step E: 

25 The reaction is known (The combinatorial index, Ed. Bunin B. A., 1998, Academic press, p. 
21) and is generally performed by stirring the resin bound intermediate with a 5-95% solution 
of TFA. The final cleavage is carried out in a solvent such as THF, dichloromethane, 1,2- 
dichloroethane, 1 ,3-dichloropropane, toluene or a mixture of two or more of the above. The 
reaction is performed between 0°C and 80°C, preferably between 20°C and 40°C. When the 

30 reaction is complete the product is removed by filtration. The resin is successively washed 
with the solvent used during the reaction, optionally containing TFA. The product and wash- 
ings are collected and the solvent is removed in vacuo . 

A specific example illustrating the preparation of compounds of the general formula (lb) ac- 
35 cording to the invention is provided below. 
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EXAMPLE 75 (general procedure (D)) 
3-(4-f1-(4-Propvlcydohexyl)-3-(4-trifluorom 
propionic acid 



5 




Step A: Resin bound Fmoc (l-alanine 

150 pmol Fmoc (J-alanine was dissolved in a mixture of 250 pL dichloromethane, 250 pL 
DMF and 100 pL diisopropylethylamine and added to 50 mg polystyrene resin functionalized 
10 with a 2-chlorotrityl chloride linker. After shaking the suspension for 4 hours at 25°C, the resin 
was isolated by filtration and washed with 2x1 mL dichloromethane:methanol:diisopropyl- 
ethylamine 17:2:1 and 2 x 1 mL DMF. 

Step B: Resin bound 3-(4-[(9H-fluoren"9-vlmethoxvcarbonvlamino)methvnbenzovlaminoV 
15 propionic acid 

To the above resin bound Fmoc fi-alanine was added 500 pL of a 20% solution of piperidine 
in DMF. Upon shaking 30 min, the resin was drained and washed with 1 mL DMF containing 
1-hydroxybenzotriazole (50 mg/mL) and DMF (2 x 1 mL). Then 200 pmol 4-[(9H-fluoren-9-yl- 
methoxycarbonylamino)methyl]benzoic acid (74.2 mg) dissolved in a mixture of 430 pL DMF 
20 and 70 pL diethylisopropylamine was added followed by 200 pmol bromo-tris-pyrrolidino- 
phosphonium hexafluorophosphate (PyBrOP, 93 mg) dissolved in 500 pL DMF. The mixture 
was shaken for 4 hours at 25°C followed by filtration and washing of the resin with 3 x 1 mL 
DMF. 

25 Step C: Resin bound 3-(4-[(4-propvlcyclohexvlamino)methyl1benzovlamino|propionic acid 
The Fmoc protecting group was removed from the above resin bound 3-{4-[(9H-fluoren-9-yl- 
methoxycarbonylamino)methyl]benzoylamino}propionic acid using 500 pL of a 20% solution 
of piperidine in DMF. Upon shaking for 30 min t the resin was drained and washed with 1 mL 
DMF containing 1 -hydroxy benzotriazole (50 mg/mL) and DMF (2 x 1 mL), 2 x 1 mL 1,2-di- 

30 chloroethane and 20 pL acetic acid dissolved in 1 mL 1,2-dichloroethane. 
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The resulting resin bound 3-(4-aminomethylbenzoylamino)propionic acid was treated with 98 
mg 4-propylcyclohexanone (700 pmol) dissolved in 500 pL 1,2-dichloroethane, 50 pL acetic 
acid and a slurry of 148 mg NaBH(OAc) 3 (700 pmol) in 1 mL 1,2-dichloroethane. Over night 
shaking at 25°C followed by filtration and washing with 2 x 1 mL dichloromethane, 2 x 1 mL 
5 CH 3 OH:DMF 1:1 and 3 x 1 mL DMF afforded resin bound 3-{4-[(4-propylcyclohexylamino)- 
methyl]benzoylamino}propionic acid. 

Step D: Resin bound 3'(4-ri"(4-propvlcyclohexyl)-3-(4-trifluoromethoxvphenvl)ureidomethvn- 
benzovlaminojpropionic acid 

10 200 pmo! 4-trifluoromethoxyphenylisocyanate dissolved in 500 pL 1,2-dichloroethane was 
added to the above resin bound 3-{4-[(4-propylcyclohexylamino)methyl]benzoylamino}- 
propionic acid. Shaking the mixture for 5 hours at 25°C followed by filtration and washing of 
the resin with 2 x 1 mL dichloromethane, 4 x 1 mL DMF, 2 x 1 mL H 2 O t 3 x 1 mL THF, 3 x 1 
mL dichloromethane afforded the resin bound 3-{4-[1-(4-propylcyclohexyl)-3-(4-trifluoro- 

1 5 methoxyphenyl)ureidomethyl]benzoylamino}propionic acid. 

Step E: 3-{4-[1 -(4-Propvlcvclohexvl)-3-(4-trifluoromethoxyphenvl)ureidomethvnbenzovl- 
amino)propionic acid 

The above resin bound 3-{4-[1-(4-propylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureido- 
20 methyl]benzoylamino}propionic acid was treated with 1 mL 5% TFA in dichloromethane for 1 
hour at 25°C. The product was filtered off and the resin was washed with 1 mL dichloro- 
methane. The combined extracts were concentrated in vacuo . The residue was dissolved in 
50 pL DMSO + 500 pL CH 3 CN and purified by preparative HPLC using a Supelcosil ABZ+ 25 
cmx10 mm 5p column. The starting eluent composition was 5% CH 3 CN in H 2 0 changing 
25 over 30 minutes to 90% CH 3 CN in H 2 0 which was then kept constant for 5 minutes before 
going back to the starting composition over 10 min. The flow rate was kept constant at 8 
mL/min. collecting one fraction per minute. The process was monitored using an UV detector 
operating at 214 nm. The fractions containing the desired products were combined and eva- 
porated in vacuo to afford the title compound . 

30 

HPLC-MS (method B) (m/z = 550), (7.46, 7.58 min) 

The HPLC purification allowed the separation of the cis and trans isomers of the title com- 
pound . The products were characterized by HPLC-MS and 1 H NMR. 

35 
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EXAMPLE 76 (general procedure (D)) 
3-(4-M-(4-frans-Propvlcvclohexvl)-3-(4-tri^^ 
propionic acid 



1 H NMR (400 MHz), (DMSO-d 6 ): 8 12.20 (s br, 1H); 8.55 (s, 1H); 8.50 (t, 1H); 7.75 (d, 2H); 
7.55 (d, 2H); 7.30 (d, 2H); 7.20 (d, 2H), 4.60 (s, 2H); 4.10 (t, 1H), 3.40 (m, 2H); 2.45 (t, 2H); 
0.70-1.80 ppm (m, 16H). 

10 HPLC-MS (method B) (m/z = 550), (R t = 7.46 min). 

EXAMPLE 77 (general procedure (D)) 
3-(4-f1-(4-c/s-Propylcvclohexyl^ 
propionic acid 



1 H NMR (400 MHz), (DMSO-d 6 ): 5 12.15 (s br, 1H); 8.55 (s, 1H); 8.50 (t, 1H); 7.80 (d, 2H); 
7.55 (d, 2H); 7.35 (d, 2H); 7.25 (d, 2H), 4.65 (s, 2H); 4.10 (s br, 1H), 3.45 (m, 2H); 2.50 (2H); 
1.15-1.65 ppm (m, 13H), 0.85 (t, 3H). 

20 

HPLC-MS (method B) (m/z = 550), (7.58 min). 




5 
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EXAMPLE 78 (general procedure (D)) 

3-{4-H -\4-trans-(1 , 1 -Dimethylpropyl)cvclohexvl1-3-(4-trifluoromethoxvphenvl)ureidomethvlV 
benzovlaminolpropionic acid 



HPLC-MS (method B) (m/z =578) (7.84 min, 7.94 min). 
EXAMPLE 79 (general procedure (D)) 

3-(441.(Decahvdronaphthalen-2-vlV3'(4-trifluoromethoxvphenvnureidomethvllbenzoyl- 
aminolpropionic acid 



1 H NMR (400 MHz, DMSO-d 6 ): 5 8.50 (s, 1H); 8.47 (t, 1H); 7.76 (d, 2H); 7.55 (d, 2H); 7.30 (d, 
2H); 7.22 (d, 2H); 4.60 (s t 2H); 4.30 (t, 1H), 3.45 (m, 2H); 2.50 (t, 2H); 1.85-0.70 (m). 
HPLC-MS (method B) (m/z = 562) (7.48 min, 7.49 min). 

EXAMPLE 80 (general procedure (D)) 

3-(4-[1-(4-c/s-Phenylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl1benzoylamino>- 
propionic acid 






HPLC-MS (method B) (m/z = 584), (7.22 min, 7.33 min). 
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EXAMPLE 81 (general procedure (D)) 
3-(441-(4-frans-Phenylcyclote^ 
propionic acid 



HPLC-MS (method B) (m/z = 584), (7.22 min, 7.33 min). 

EXAMPLE 82 (general procedure (D)) 
10 3-(4-ri-(4-lsopropvlcvclohexvl)-3-(44rifluoromethoxvphenvl)ureidomethvnbenzoylaminoV 
propionic acid 

H 3 C CH 3 



1 H NMR (200 MHz), (DMSO-d 6 ): 5 8.55 (s, 1H); 8.45 (t, 1H); 7.75 (d, 2H); 7.55 (d, 2H); 7.35 
15 (d, 2H); 7.20 (d, 2H); 4.60 (s, 2H); 4.05-4.15 (m br, 1H); 3.45 (m, 2H); 2.50 (t, 2H); 0.90-1.8 
(m, 10H); 0.85 (d, 6H). 



5 





HPLC-MS (method B) (m/z = 550), (R t = 



7.38 min, 7.50 min) 
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EXAMPLE 83 (general procedure (D)) 
3-(4-f1-(4-Ethvlcvclohexvl)-3-(4-trifl^^ 
acid 



1 H NMR (300 MHz), (DMSO-cf 6 ): 6 8.55 (s, 1H); 8.45 (t, 1H); 7.75 (d, 2H); 7.55 (d f 2H); 7.30 
(d, 2H); 7.25 (d, 2H); 4.60 (s, 2H); 4.05-4.15 (m br, 1H); 3.45 (m, 2H); 2.50 (t, 2H); 0.75-1.8 
(m, 14H). 

HPLC-MS (method B) (m/z = 536), (R t = 7.59 min). 
EXAMPLE 84 (general procedure (D)) 

4-r3-f4-(2-Carboxvethvlcarbamovl)benzvl1-3-(4-isopropvlcvclohexvl)ureido1benzoic acid butyl 
ester 



1 H NMR (DMSO-d 6 ): 8 8.70 (s, 1H); 8.45 (t, 1H); 7.83 (d, 2H); 7.78 (d, 2H); 7.60 (d, 2H); 7.34 
(d, 2H); 4.67 (s, 2H); 4.24 (t, 2H); 4.14 (m, 1H); 0.96 (t, 3H); 0.85 (d, 6H). 





o 
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EXAMPLE 85 (general procedure (D)) 
3-{443-(3.5-Bis(trifluoromethyl)phenvl)-1^ 
propionic acid 




5 1 H NMR (DMSO-cfe): 5 9.04 (s, 1H); 8.48 (t, 1H); 8.28 (s, 2H); 7.71 (d, 2H); 7.62 (s, 1H); 7.84 
(d, 2H); 4.65 (s, 2H). 

EXAMPLE 86 (general procedure (D)) 
3-(4^3-(3,5-Bis(trifluoromethvl)phenylH^^ 
10 benzoylaminolpropionic acid 




1 H NMR (DMSO-d 6 ): 8 9.20 (s, 1H); 8.50 (t, 1H); 8.82 (s, 2H); 7.81 (d, 2H); 7.62 (s, 1H); 7.42 
(d, 2H); 7.10 (m, 4H); 4.75 (dd, 2H); 4.52 (m, 1H). 

EXAMPLE 87 (general procedure (D)) 

3-(4-f1-f4-(1 J"Dimethvlpropvl)cvclohexvll"3-(4-trifluoromethoxvphenvl)ureidomethvl1- 
benzoylaminolpropionic acid 
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1 H NMR (400 MHz, DMSO-d 6 ): 5 12.05 (s br) 8.60 (s); 8.55 (s); 8.45 (t); 7.80 (d); 7.55 (d); 
7.30 (d); 7.20 (d); 4.72 (s); 4.60 (s); 4.25 (t); 4.05 (t); 3.45 (q); 2.50 (t); 1.90-1.00 (m) 0.77 (s); 
0.73 (s). 

5 EXAMPLE 88 (general procedure (D)) 

3-14-H -(4,4-Dipropvlcvclohexvl)-3-(4'trifluoromethoxyphenvl)ureidomethvllbenzovlamino)- 
propionic acid 

H 3 C 



10 1 H NMR (300 MHz, DMSO-cfe): 8 8.55 (s, 1H); 8.45 (t, 1H); 7.75 (d, 2H); 7.52 (d, 2H); 7.30 (d, 
2H); 7.20 (d, 2H); 4.62 (s, 2H); 4.05 (t, 1H); 3.45 (q, 2H); 2.45 (t, 2H); 1.70-0.70 (m, 22H). 

HPLC-MS (method B): m/z = 592, R t = 8.60 min. 

15 The compounds of the invention can also be prepared by conventional solution phase syn- 
thesis methods as described below: 

EXAMPLE 89 

3-(4-f1-(1 t 4-Dioxaspiro[4.51dec-8-vl)-3-(4'trifluoromethoxyphenvl)ureidomethvnbenzovl- 
20 aminolpropionic acid 





Ethyl 3-(4-aminomethylbenzoylamino)propanoate hydrochloride was prepared from p-alanine 
25 ethyl ester hydrochloride and 4-(fert-butoxycarbonylaminomethyl)benzoic acid by methods 
known to those skilled in the art. 
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3-{4-K1.4-Dioxaspirof4 ) 51dec-8-vlamino)methvl1ben20vlaminQ)propionic acid ethyl ester 
1.2 g Ethyl 3-(4-aminomethylbenzoylamino)propanoate hydrochloride (4.18 mmol) was 
mixed with 20 mL 1 ,2-dichloroethane and 6 mL saturated K 2 C0 3 by vigorous stirring. The 
phases were separated and the aqueous phase was extracted with another 20 mL 1 ,2-di- 
5 chloroethane. 240 \iL HOAc was added to the combined 1 ,2-dichloroethane phase followed 
by 0.691 g 1 ,4-dioxaspiro[4.5]decan-8-one (4.42 mmol). 1.272 g NaBH(OAc) 3 (6 mmol) was 
added and the reaction was stirred for 16 hours at 25°C. The reaction volume was reduced 
on a rotary evaporator to about 20 mL and then poured into a mixture of 60 mL H 2 0 and 10 
mL sat. K 2 C0 3 . The phases were separated and the aqueous phase was extracted twice with 
10 40 mL 1 ,2-dichloroethane. The combined 1 ,2-dichloroethane fractions were dried over 

MgS0 4 and evaporated to afford the title compound . The crude product was used in the next 
step without further purification. 

3-{4-[1-(1 t 4-Dioxaspirof4.5ldec-8-vl)-3-(4-trifluoromethoxyphenvl)ureidomethvnbenzovl' 
15 aminolpropionic acid ethyl ester 

0.312 g 4-Trifluoromethoxyphenylisocyanate dissolved in 1 mL acetonitrile was added to 0.5 
g of the above 3-{4-[(1,4-dioxaspiro[4.5]dec-8-ylamino)methyl]benzoylamino}propionic acid 
ethyl ester dissolved in 5 mL acetonitrile and was allowed to react at 25°C. The product pre- 
cipitated after 1 hour and was collected by filtration. 

20 

1 H NMR (400 MHz), (DMSO-d 6 ): 5 8.55 (s, 1H); 8.50 (t, 1H); 7.75 (d, 2H); 7.50 (d, 2H); 7.30 
(d, 2H); 7.20 (d, 2H); 4.60 (s, 2H); 4.20 (s br, 1H); 4.05 (q, 2H); 3.75 (s, 4H); 3.30 (m, 2H); 
2.60 (t, 2H); 1.60-1.70 (m, 8H); 1.15 (t, 3H) 

25 3-(4-[1-(1,4-Dioxaspiro[4.51dec-8-vl)-3-(4-trifluoromethoxyphenvl)ureidomethvnbenzovl- 
aminolpropionic acid 

180 mg LiOH dissolved in 2.2 mL H 2 0 was added to the entire yield of the above 3-{4-[1- 
(1,4-dioxaspiro[4.5]dec-8-yl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoylamino}- 
propionic acid ethyl ester dissolved in 22 mL abs. EtOH. After 1 hour at 25°C the solvent was 
30 evaporated and 10 mL H 2 0 followed by 500 mg citric acid dissolved in 20 mL H 2 0 was 
added to the residue affording a pH of 4-5. The resulting product was a mixture of the acid 
and its lithium salt. 
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1 H NMR (400 MHz), (DMSO-d 6 +TFA): 5 8.60 (s, 1H); 8.50 (t, 1H); 7.80 (d, 2H); 7.55 (d t 2H); 
7.30 (d, 2H); 7.20 (d, 2H); 4.60 (s, 2H); 4.20 (s br, 1H); 3.80 (s, 4H); 3.45 (m, 2H); 2.50 (t, 
2H); 1.55-1.75 (m, 8H). 

5 HPLC-MS (method B) (m/z = 566 M+1), (R t = 6.10 min). 

General procedure (E) for the solid phase synthesis of compounds of the general formula 
lie): 

Compounds of the general formula (Ic) according to the invention can be synthesized on 
10 solid support using a procedure comprising attachment of acrylic acid to a polystyrene 2- 
chlorotritylchloride resin followed by a Michael addition of R 7 -NH 2 . Acylation followed by re- 
ductive amination and urea formation as described above affords the desired compounds: 



HO 



o 

X^CH 2 



,,R 7 



Resin. 



CI 



Step A1 



Resin. X^CH 2 



StepA2 



Resin. 0 X^ N .R 7 
H 



O 
11 

HO^Z r> 
R 1 

(III) 



StepB 



Resin. Q A^ N A 



^Y 0 

R 1 



H 2 N-E 



StepC 



O O 
Resin. Q A^ N A. - 

R 7 Y 
R R 1 



Lea'-X-D, 

D-N=C=Oor 

D-N=C=S 

Step D 



O O 

JJ LL ? 

Resin-O^-^N^Z^N^D 

R R 1 



StepE 



O O 

A ^ X ? 

HO^^N^Z^N. 

r 7 I X 
R R 1 

(Ic) 



15 



wherein 
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Lea* is a leaving group such as -OSu, chloro, phenoxy or 4-nitrophenoxy, 
R\ E and D are as defined for formula (I), 

5 

R 7 is C^-alkyl or C 3 ^-cycloalkyl-C 1 . 6 -alkyl, and 

X is ~S(0) 2 -(CH 2 )r-, -C(0)NH- or -C(S)NH-, wherein r is as defined for formula (I), 
10 Step A1: 

The reaction is known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 
24) and is generally performed by shaking a suspension of the resin with a solution of acrylic 
acid in the presence of a base such as triethylamine, diisopropylethylamine, dicyclohexyl- 
methylamine or any other tertiary amine. Typical solvents are pyridine, dichloromethane, 1 ,2- 
15 dichloroethane, DMF, NMP, THF, DMSO or mixtures of two or more of these. The reaction is 
performed between 20°C and120°C, preferably at 25°C. Excess reagents are filtered off and 
the resin is washed with any solvent mentioned above including mixtures hereof, containing 
a base as mentioned above and an alcohol, typically methanol, as a scavenger of unreacted 
resin bound 2-chlorotritylchloride. 

20 

Step A2: 

The reaction is known (Hamper, B. C; Kolodziej, S. A.; Scates, A. M.; Smith, R. G.; Cortez, 
E. J. Org. Chem. 1998, 63, 703:718) and is performed by shaking the resin bound acrylic 
acid with an excess of a primary amine in a solvent such as DMSO, DMF, NMP, THF, 
25 methanol, ethanol, dichloromethane, 1 ,2-dichloroethane or a mixture of two or more of these. 
The reaction is carried out between 20°C and 120°C, preferably at 25°C. Excess amine is 
filtered of and the resin is washed several times with the solvent used during the reaction. 

Step B: 

30 The reaction is known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 
78) and is performed by adding an excess of acid (III) in a solvent such as DMF, NMP, THF, 
dichloromethane, 1 ,2-dichloroethane, acetonitrile, DMSO or a mixture of the above, option- 
ally in the presence of a base such as /V-methylmorpholine, triethylamine, diisopropylethyl- 
amine, dicyclohexylmethylamine or another tertiary amine, followed by a coupling reagent 

35 such as dicyclohexylcarbodiimide, diisopropylcarbodiimide, 1 ,1 '-carbonyldiimidazole, 2-(1H- 
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9-azabenzotriazol-1-yl)-1,1,3,3-tetramethyluronium hexafluorophosphate or bromo-tris-pyrro- 
lidinophosphonium hexafluorophosphate in a solvent such as DMF, NMP, THF, dichloro- 
methane, 1 ,2-dichloroethane, acetonitrile, DMSO or a mixture of two or more of these op- 
tionally in the presence of a side reaction inhibitor such as 3-hydroxy-4-oxo-3,4-dihydro- 
5 1 ,2,3-benzotriazine, A/-hydroxybenzotriazole or 1-hydroxy-7-azabenzotriazol. The reaction is 
performed between 20°C and 40°C, preferably at 25°C. Excess of reagents is filtered off and 
the resin is washed several times with the solvent used in the reaction. 

Step C: 

10 The reaction is generally known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic 
Press, p. 133) and is generally performed by stirring the resin bound aldehyde or ketone ob- 
tained in step B with an excess of amine at low pH (by addition of an acid, such as acetic 
acid or formic acid) in a solvent such as THF, DMF, NMP, methanol, ethanol, DMSO, di- 
chloromethane, 1 ,2-dichloroethane, trimethyl orthoformate, triethyl orthoformate, or a mixture 

15 of two or more of these. A reducing agent such as sodium cyanoborohydride can be used. 
The reaction is performed between 20°C and 120°C, preferably at 25°C. Excess of reagents 
is filtered off and the resin is washed several times with the solvent used in the reaction op- 
tionally in combination with water. 

20 Step D: 

The reaction is generally known (Matthews, J.; Rivero, R. A. J. Org. Chem. 1997, 62, 6090- 
6092) and is usually performed by shaking resin bound amine obtained in step C with an ex- 
cess of an isocyanate or isothiocyanate or alternatively Lea'-X-D in a solvent such as DMF, 
NMP, THF, dichloromethane, 1,2-dichloroethane, DMSO or a mixture of two or more of the 
25 above and when using Lea'-X-D in the presence of a base such as triethylamine, diisopro- 
pylethylamine, dicyclohexylmethylamine or any other tertiary amine or potassium carbonate. 
The reaction is performed between 20°C and 120°C, preferably between 20°C and 40°C. Ex- 
cess of reagent is filtered off and the resin is washed several times with the solvent used in 
the reaction. 

30 

Step E: 

The reaction is known (The combinatorial index, Ed. Bunin B. A., 1998, Academic press, p. 
21) and is generally performed by stirring the resin bound intermediate obtained in step D 
with a 5-95% solution of TFA. The final cleavage is carried out in a solvent such as THF, di- 
35 chloromethane, 1 ,2-dichloroethane, 1 ,3-dichloropropanee, toluene or a mixture of two or 
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more of these. The reaction is performed between 0°C and 80°C, preferably between 20°C 
and 40°C. When the reaction is complete the product is removed by filtration. The resin is 
successively washed with the solvent used in the reaction, optionally containing TFA. The 
product and washings are collected. The solvent is removed in vacuo . 

5 

The following examples were prepared according to general procedure (E). 
EXAMPLE 90 (general procedure (E)) 

3-((4-f1-(4-terf"Butvlcvclohexvl)-3-(4-trifluoromethoxyphenvl)ureidomethvnbenzovl}- 
10 cyclopropylmethvOaminopropionic acid 




Step A1 : Resin bound acrylic acid 

150 pmol acrylic acid was dissolved in a mixture of 500 pL dichloromethane and 100 pL di- 
15 isopropylethylamine and added to 50 mg polystyrene resin functionalized with a 2-chlorotrityl 
chloride linker. After shaking the suspension for 4 hours at 25°C, the resin was isolated by 
filtration and washed with 2 x1 mL dichloromethane: methanol: diisopropylethylamine 17:2:1 
and 2 x 1 mL DMSO. 

20 Step A2: Resin bound A/-(cyclopropylmethyl)-3-aminopropionic acid 

The above resin bound acrylic acid (50 mg) was treated with 300 pmol cyclopropylmethyl 
amine (21.3 mg) in 300 pL DMSO for 72 hours at 25°C. The excess reagent was filtered off 
and the resin was washed with 3 x 1 mL DMSO and 3 x 1 mL DMF. 

25 Step B: Resin bound 3-fcyclopropylmethyl-(4-formvlbenzoyl)aminolpropionic acid 

To the above resin bound W-(cyclopropylmethyl) 3-aminopropionic acid (50 mg) was added 
200 |jmol 4-formylbenzoic acid (30 mg) dissolved in a mixture of 430 pL DMF and 70 pL 
diisopropylethylamine followed by 200 pmot bromo-tris-pyrrolidinophosphonium hexafluoro- 
phosphate (PyBrOP, 93 mg) dissolved in 500 pL DMF. The mixture was shaken at 25°C for 4 
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hours followed by filtration and washing of the resin with 3x1 mL DMF and 1 mL trimethyl- 
orthoformate. 

Step C: Resin bound 3-((4-[(4-te/t-butvlcyclohexvlamino)methynbenzoyl)cyclopropylmethvl- 
5 amino)propionic acid 

The above resin bound 3-[cyclopropylmethyl-(4-formylbenzoyl)amino]propionic acid (50 mg) 
was treated with 1 mL 0.5 M (0.5 mmol, 77.5 mg) 4-terf-butylcyclohexylamine solution in 
DMF:trimethylorthoformate 1:1, 100 pL glacial acetic acid and sodium cyanoborohydride 
(750 pmol, 48 mg) suspended in 0.5 mL DMF:trimethylorthoformate 1:1. Overnight shaking 
10 at 25°C followed by filtration and washing with 2 x 1 mL 20%H 2 O in DMF, 3 x 1 mL DMF and 
2 x 1 mL dichloromethane afforded the desired product. 

Step D: Resin bound 3-({4-n-(4-te/t-butvlcyclohexvl)-3-(4-trifluoromethoxyphenvl)-ureido- 
methvllbenzovDcvclopropylmethvDaminopropionic acid 
15 200 pmol 4-trifluoromethoxyphenylisocyanate dissolved in 500 pL dichloromethane was 
added to the above resin bound 3-({4-t(4-fert-butylcyclohexylamino)methyl]benzoyl}-cyclo- 
propylmethyl)aminopropionic acid (50 mg). Shaking the mixture 5 hours at 25°C followed by 
filtration and washing of the resin with 2 x 1 mL dichloromethane, 4 x 1 mL DMF, 2 x 1 mL 
H 2 0, 3 x 1 mL THF and 3 x 1 mL dichloromethane afforded the resin bound title compound . 

20 

Step E: 3-({4-H -(4-fert"butylcyclohexvlV3-(4-trifluoromethoxvphenvl)ureidomethvnbenzoyl}- 
cvclopropvlmethvDaminopropionic acid 

The above resin bound 3-({4-[1-(4-fert-butylcyclohexyl)-3-(4-trifluoromethoxyphenyl)-ureido- 
methyl]benzoyl}cyclopropylmethyl)aminopropionic acid (50 mg) was treated with 1 mL 5% 

25 TFA in dichloromethane for 1 hour at 25°C. The product was filtered off and the resin was 

washed with 1 mL dichloromethane. The combined extracts were concentrated in vacuo . The 
residue was dissolved in 50 pL DMSO + 500 pL acetonitrile and purified by preparative 
HPLC using a Supelcosil ABZ+ 25 cm x 10 mm 5p column. The starting eluent composition 
was 5% acetonitrile in water changing over 30 min to 90% acetonitrile in water which was 

30 then kept constant for 5 min before going back to the starting composition over 10 min. The 
flow rate was kept constant at 8 mL/min collecting one fraction per minute. The process was 
monitored using an UV detector operating at 214 nm. The fractions containing the desired 
product were combined and evaporated in vacuo to afford the title compound . 



35 The product was characterized by HPLC-MS (Method B): R t = 7.91 min, m/z = 618 (M+1). 
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EXAMPLE 91 (general procedure (E)) 
3-((441-(4-te^Butylcyclohexyl)-3-(4-^^ 
amino)propionic acid 

CH, 




The product was characterized by HPLC-MS (Method B): R, = 7.94 min, m/z = 592 (M+1). 

The compounds of the invention can also be prepared by conventional solution phase syn- 
10 thesis methods as the following general method describes. 

General procedure (F) for the solution phase synthesis of compounds of general formula (Id): 



Use 2 E 2) aqNa ° H K oV^) E AmideC ° UP lin9 

Step A Ste P B S,G P C 

(IV) 



1) Lea'-X-Dor 
D-N=C=0 



o o aqNa0H - o O 

(Id) (R 2 = C M -alkyl) ( l d > ( r 2 = H ) 

15 

wherein R is d^-alkyl, 

A, X, D, and E are as defined in general formula (I), 
20 Lea is a leaving group such as chloro, bromo, iodo, mesyl, or tosyl, and 



Lea' is a leaving group such as -OSu, chloro, phenoxy, or 4-nitrophenoxy. 
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In case the intermediate of the formula (IV) is a mixture of isomers, separation of these may 
be performed eg by column chromatography of the intermediate of the formula (IV) or crystal- 
lisation of the intermediate imine. 

5 The procedure is illustrated in example 92. 

EXAMPLE 92 (general procedure (F)) 
3-1441 -(4-frans-terf-Butvlc^ 
amino)propionic acid 




Step A: 4-f(4-ferf-Butylcvclohexvlamino)methyl1benzoic acid methyl ester 




15 4-(Bromomethyl)benzoic acid methyl ester (5.0 g, 22 mmol) and 4-fert-butylcyclohexylamine 
(cis/trans mixture) (3.4 g, 22 mmol) were dissolved in DMF where after potassium carbonate 
(6.1 g, 44 mmol) was added. The reaction mixture was stirred at 100°C for 7 hours and for 16 
hours at 20°C. Water (100 mL) and ethyl acetate (200 mL) were added to the reaction mix- 
ture. The organic phase was isolated and washed with water (2 x 100 mL) and a saturated 

20 solution of sodium chloride (2 x 100 mL). The organic phase was dried (MgS0 4 ) f filtered and 
concentrated in vacuo to give a cisftrans mixture of 4-[(4-fert-butylcyclohexylamino)methyl]- 
benzoic acid methyl ester as a crude product. The two isomers were separated on silica (110 
g) using a mixture of ethyl acetate and dichloromethane (7:3) as eluent. 
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trans isomer: 

Micro analysis: Calculated for C 19 H2gN0 2 : 
C: 75.21, H: 9.63, N: 4.62%. Found: 
C: 75.02, H: 9.80, N: 4.64%. 

5 

HPLC-MS (Method B): R t = 5.23 min, m/z= 304 (M + 1). 



1 H NMR (DMSO-de), 400 MHz: 5 7.90 (d, 2H), 7.48 (d, 2H), 3.82 (s, 3H), 3.78 (s, 2H), 2.30- 
2.20 (m, 1H), 2.05-1.90 (m, 3H), 1.73-1.65 (m, 2H), 1.10-0.90 (m, 4H), 0.80 (s, 9H). 

10 

cis isomer: 

HPLC-MS (Method B): R t = 4.83 min, m/z= 304 (M + 1). 

1 H NMR (DMSO-cW, 400 MHz: 8 7.92 (d, 2H), 7.58 (d, 2H), 3.90 (dd, 1H), 3.85 (s, 3H), 3.80 
15 (dd, 1H), 2.50-2.35 (m, 1H), 2.00-1.85 (m, 2H), 1.80-1.70 (m, 2H), 1.70-1.45 (m, 2H), 1.00- 
0.80 (m, 1H), 0.80 (s, 9H). 

Step B: 4-ri-(frans-4-fert-Butvlcvclohexvl)-3-(4-trifluorometoxyphenvl)ureidomethvl1benzoic 
acid 




4-[(frans-4-terf-Butylcyclohexylamino)methyl]benzoic acid methyl ester (2.6 g, 8.6 mmol) and 
4-(trifluoromethoxy)phenyl isocyanate (1.7 g, 8.6 mmol) were dissolved in acetonitrile (40 
ml_) and stirred at 20°C for 16 hours. The reaction mixture was concentrated in vacuo and 

25 the crude product purified on silica (100 g) using heptane and ethyl acetate (3:1) as eluent to 
give 4-[1 -(frans-4-fe/t-butylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoic acid 
methyl ester. The product was suspended in ethanol (80 mL) and sodium hydroxide (4N, 17 
mL) was added. The reaction mixture was stirred at 50°C for 3 hours and then concentrated 
in vacuo until all ethanol was removed. The reaction mixture was diluted with water (100 mL) 

30 and adjusted to pH 2 with hydrochloric acid (4N). The aqueous phase was extracted with 
ethyl acetate (3 x 75 mL) and the combined organic phases were dried (MgS0 4 ) and concen- 
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trated in vacuo to give 4-[1-(^ans-4-fert-butylcyclohexyl)-3-(4-trifluoromethoxyphenyl)- 
ureidomethyl]benzoic acid. 

1 H NMR (DMSO-cfe), 400 MHz: 5 12.80 (s, 1H), 8.55 (s, 1H), 7.90 (d, 2H), 7.55 (d, 2H), 7.35 
5 (d, 2H), 7.21 (d, 2H) f 4.62 (s, 2H), 4.10-4.00 (m, 1H), 2.00 (s, 2H), 1.80-1.60 (m, 4H), 1.48- 
1.38 (m, 2H), 1.20-1.00 (m, 2H), 1.00-0.88 (m, 1H), 0.80 (s, 9H). 

HPLC-MS (Method B): R» = 8.37 min, m/z= 493 (M + 1). 

10 Step C: 3-14-H -(frans-4-tert-BuMcyclohexyl)-3^ 
benzoylaminojpropionic acid ethyl ester 



4-[1 -(frans-4-fe/t-Butylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoic acid (2.0 
15 g, 4.1 mmol), 1-hydroxybenzotriazole (0.6 g, 4.3 mmol) and 1-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide (0.8 g, 4.3 mmol) were dissolved in DMF (40 mL). A solution of diisopro- 
pylethylamine (0.5 g, 4.1 mmol) and 3-aminopropionic acid ethyl ester, hydrochloride (0.4 g, 
4.3 mmol) in DMF (10 mL) was added and the reaction mixture was stirred for 16 hours at 
20°C. Ethyl acetate (150 mL) and water (100 mL) were added and the organic phase iso- 
20 lated. The aqueous phase was extracted with ethyl acetate (50 mL) and the organic phases 
combined, dried (MgS0 4 ) and concentrated in vacuo . The crude product was purified on sil- 
ica (80 g) using heptane and ethyl acetate (1:1) as eluent to give 3-{4-[1 -((rans-4-fert-butyl- 
cyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoylamino}propionic acid ethyl es- 
ter. 

25 

M.p. = 108-111°C. 




1 H NMR (DMSO-cfe), 400 MHz: 5 8.55 (s, 1H), 8.50 (t, 1H), 7.75 (d, 2H), 7.55 (d, 2H), 7.31 (d, 
2H), 7.22 (d, 2H), 4.60 (s, 2H), 4.10-4.00 (m, 1H), 3.60 (s, 3H), 3.45 (dd, 2H), 2.55 (t, 2H), 
30 1 .80-1 .60 (m, 4H), 1 .50-0.80 (m, 5H), 0.80 (s, 9H). 
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HPLC-MS (Method B): R, = 8.43 min, m/z= 578 (M + 1). 
Step D: 

3-{4-[1-(frans-4-terf-Butylcyclo 
5 amino}propionic acid ethyl ester (14 g, 2.4 mmol) was suspended in ethanol (50 mL) and 
sodium hydroxide (4 N, 6 mL) added. The reaction mixture was stirred for 2 hours at 50°C 
and then concentrated in vacuo until all ethanol was removed. The reaction mixture was di- 
luted with water (100 mL) and adjusted to pH 2 with hydrochloric acid (4N), and the title 
compound was isolated by filtration. 

10 

M.p. = 152-154°C. 

1 H NMR (DMSO-cfe), 400 MHz: 5 12.20 (s, 1H), 8.55 (s, 1H), 7.95 (t, 1H) t 7.75 (d, 2H), 7.55 
(d, 2H), 7.31 (d, 2H), 7.22 (d, 2H), 4.60 (s, 2H), 4.10-4.00 (m, 1H), 3.45 (dd, 2H), 2.50 (2H), 
15 1.80-1.60 (m, 4H), 1.45-1.35 (m, 2H), 1.15-1.05 (m, 2H), 0.95-0.85 (m, 1H), 0.80 (s, 9H). 

HPLC-MS (Method B): R, = 7.88 min, m/z= 564 (M + 1). 

Micro analysis: Calculated for C29H36F3N3O5, 0.75H 2 O: 
20 C: 60.35, H: 6.55, N: 7.28%. Found: 
C: 60.47, H: 6.32, N: 7.32%. 
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Alternative method for the preparation of the compound (general procedure (K)): 
General procedure (K) is described in the following: 

Step 6, using pure isocyanate prepared from (substituted) anilines and diphosqene as de- 
5 cribed under the general procedure (K): 

Methyl frans-4-{(4-tert-buylcyclohexyl)aminomethyl}ben2oylaminopropanoate, hydrochloride 
(10.0 g 24 mmol, prepared by using anhydrous hydrogen chloride in ethyl acetate in general 
procedure (K), step 5) was suspended in acetonitrile (300 mL) and diisopropylethylamine 
(4.14 mL, 24 mmol) was added. To this suspension 4-trifluoromethoxyphenylisocyanate 
10 (3.75 mL, 24 mmol) was added. Stirring at room temperature was continued for 4 hours and 
then the mixture was left at 5°C for 16 hours. Filtration and washing with cold acetonitrile af- 
forded 11.9 g (85%) of 3-{4-[1-(4-frans-fert-butylcyclohexyl)-3-(4-trifluoromethoxyphenyl)- 
ureidomethyl]benzoylamino}propionic acid methyl ester. 

15 Step 7: 

Hydrolysis of this ester using the method described in example 46, step D afforded the title 
compound (1 1 g, 94%). 

EXAMPLE 93 

20 3-(4-f1'(c/s-4»-fert--ButvlcvclohexvlV3-(4-trifluoromethoxv-phenvl)ureidomethvll- 
benzoylaminolpropionic acid 



CH 3 




Step A: 4-M -(c/s-4-te/t-Butvlcvclohexvl)-3-(44rifluoromethoxyphenvl)ureidomethvnbenzoic 
25 acid 
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4-[(c/s-4-fert-Butylcyclohexylamino)methyl]benzoic acid methyl ester (0.36 g, 1.2 mmol) and 
4-(trifluoromethoxy)phenyl isocyanate (0.24 g, 1.2 mmol) were dissolved in acetonitrile (10 
mL) and stirred at 20°C for 16 hours. The reaction mixture was concentrated in vacuo and 
the crude product purified on silica (25 g) using heptane and ethyl acetate (9:1 ) as eluent to 
5 give 4-[1 -(c/s-4-tert-butylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoic acid 
methyl ester. The product was suspended in ethanol (10 mL) and sodium hydroxide (4N, 1.1 
mL) was added. The reaction mixture was stirred at 50°C for 3 hours and then concentrated 
in vacuo until all ethanol was removed. The reaction mixture was diluted with water (50 mL) 
and adjusted to pH 2 with hydrochloric acid (4N). The aqueous phase was extracted with 
10 ethyl acetate (75 mL) and the organic phase was dried (MgS0 4 ) and concentrated in vacuo 
to give 4-[1 -(c/s-4-tert-butylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoic 



Micro analysis: Calculated for C26H3 1 F 3 N 2 04: 
15 C: 63.40, H: 6.34, N: 5.69%. Found: 
C: 63.29, H: 6.33, N: 5.65%. 

1 H NMR (DMSO-cfe), 400 MHz: 5 12.80 (s, 1H), 8.61 (s, 1H), 7.90 (d, 2H), 7.55 (d, 2H), 7.35 
(d, 2H), 7.22 (d, 2H), 4.72 (s, 2H), 4.32-4.22 (m, 1H), 1.85-1.70 (m, 2H), 1.65-1.45 (m, 4H), 
20 1.40-1.10 (m, 3H), 0.80 (s, 9H). 

HPLC-MS (Method B): R, = 7.85 min, m/z= 493 (M + 1). 

Step B: 3-(4-[1 -(c/s-4-terf-Butvlcvclohexvl)-3-(4-trifluoromethoxyphenvl)ureidomethvn- 
25 benzoylaminolpropionic acid ethyl ester 



4-[1-(c/s-4-terf-Butylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoic acid 
(0.3 g, 0.6 mmol), 1-hydroxybenzotriazole (0.1 g, 0.7 mmol) and 1-(3-dimethylaminopropyl)- 
30 3-ethylcarbodiimide (0.13 g, 0.7 mmol) were dissolved in DMF (10 mL). Diisopropylethyl- 
amine (0.1 g, 0.7 mmol) and 3-aminopropionic acid ethyl ester, hydrochloride (0.07 g, 0.7 



acid. 




? H 3 

H 3 C-j-CH 3 
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mmol) in DMF was added and the reaction mixture was stirred for 16 hours at 20°C. Ethyl 
acetate (80 mL) and water (50 mL) were added and the organic phase isolated. The aqueous 
phase was extracted with ethyl acetate (50 mL) and the organic phases combined, dried 
(MgS0 4 ) and concentrated in vacuo . The residue was crystallised from heptane and ethyl 
5 acetate (4: 1 ) to give 3-{4-[1 -(c/s-4-tert-butylcyclohexyl)-3-(4-trifluoromethoxy- 
phenyl)ureidomethyl]benzoylamino}propionic acid ethyl ester. 

M.p. = 87-90°C. 

10 1 H NMR (DMSO-d 6 ), 400 MHz: S 8.60 (s, 1H), 8.48 (t, 1H), 7.75 (d, 2H), 7.52 (d, 2H), 7.28 (d, 
2H), 7.21 (d, 2H), 4.70 (s, 2H), 4.30-4.20 (m, 1H), 3.60 (s. 3H), 3.48 (dd, 2H), 2.55 (t, 2H), 
1.82-1.70 (m, 2H), 1.60-1.45 (m ( 4H), 1.40-1.10 (m, 3H), 0.80 (s, 9H). 

HPLC-MS (Method B): R, = 7.80 min, m/z= 578 (M + 1). 

15 

Micro analysis: Calculated for C 3 oH3aF3N 3 0 5 : 
C: 62.38, H: 6.63, N:7.27%. Found: 
C: 62.49, H: 6.75, N:7.20%. 

20 Step C: 

3-{4-[1-(c/s-4-ferf-Butylcyclohexyl)-3-(4-trifIuoromethoxyphenyl)ureidomethyl]benzoylamino}- 
propionic acid ethyl ester (0.2 g, 0.3 mmol) was suspended in ethanol (8 mL) and sodium 
hydroxide (4N, 0.6 mL) added. The reaction mixture was stirred for 16 hours at 20°C and 
then concentrated in vacuo until all ethanol was removed. The reaction mixture was diluted 
25 with water (50 mL) and adjusted to pH 2 with hydrochloric acid (4N). The aqueous phase 

was extracted with ethyl acetate (80 mL) and the organic phase was dried (MgS0 4 ) and con- 
centrated in vacuo to give the title compound . 

1 H NMR (DMSO-cfe), 400 MHz: 8 12.20 (s, 1H), 8.60 (s, 1H), 8.45 (t, 1H), 7.77 (d, 2H), 7.53 
30 (d, 2H), 7.28 (d, 2H), 7.20 (d, 2H), 4.70 (s, 2H), 4.30-4.20 (m, 1H), 3.45 (dd, 2H), 2.50 (2H), 
1.82-1.70 (m, 2H), 1.60-1.45 (m, 4H), 1.40-1.30 (m, 2H), 1.20-1.10 (m, 1H), 0.80 (s, 9H). 

HPLC-MS (Method B): R, = 7.32 min, m/z= 564 (M + 1). 

35 Micro analysis: Calculated for C29H36F3N3O5, 0.25H 2 O: 
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C: 61.53, H: 6.54, N: 7.18%. Found: 
C: 61.36, H: 6.80, N: 7.09%. 

The following compounds were prepared using the general procedure (F) as described abo- 
ve. 

EXAMPLE 94 (general procedure (F)) 
1-(4-[1-(frans-4-te^Butylcvcto^ 
piperidine-3-carboxylic acid 



The compound was prepared using nipecotic acid methyl ester, hydrochloride instead of 
3-aminopropionic acid methyl ester, hydrochloride in step C. 

HPLC-MS (Method B): R t = 8.17 min, m/z= 604 (M + 1). 

Micro analysis: Calculated for C32H40F3N3O5: 
C: 63.67, H: 6.68, N: 6.96%. Found: 
C: 63.66, H: 6.75, N: 6.94%. 

EXAMPLE 95 (general procedure (F)) 

3-(441-(fra/7s-4-/erf-Butvlcvclohexvl)-3-(4-trifluoromethoxvphenyl)ureidomethvl1- 
benzoylaminolacetic acid 




CH 3 
H a C CH 3 




The compound was prepared using glycine methyl ester, hydrochloride instead of 3-amino- 
propionic acid methyl ester, hydrochloride in step C. 
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1 H NMR (DMSO-c/e), 400 MHz: 8 12.55 (s, 1H), 8.76 (t. 1H), 8.52 (s, 1H), 7.81 (d, 2H), 7.55 
(d, 2H), 7.33 (d, 2H), 7.22 (d, 2H), 4.61 (s, 2H), 4.10-4.00 (m, 1H), 3.80 (d, 2H), 1.75-1.60 
(m, 4H), 1.45-1.30 (m, 2H), 1.20-1.00 (m, 2H), 1.00-0.80 (m, 1H), 0.80 (s, 9H). 



HPLC-MS (Method B): R, = 7.88 min, m/z= 550 (M + 1). 
EXAMPLE 96 (general procedure (F)) 

3-{4-f 1 -(2-Ethvlhexvl)-3-(4-trifluoromethoxyphenvl )ureidomethvl1benzovlamino>propionic acid 



The compound was prepared using 2-ethylhexylamine instead of 4-fe/f-butylcyclohexylamine 
in step A. 

15 1 H NMR (DMSO-d 6 ), 400 MHz: 8 12.20 (s, 1H), 8.63 (s, 1H), 8.49 (t, 1H), 7.82 (d, 2H), 7.54 
(d, 2H), 7.31 (d, 2H), 7.22 (d, 2H), 4.65 (s, 2H), 3.45 (dd, 2H), 3.25 (m, 2H), 2.50 (2H), 1.70- 
1.60 (m, 1H), 1.40-1.10 (m, 8H), 0.90-0.70 (m, 6H). 

HPLC-MS (Method B): R, = 7.17 and 7.25 min, m/z= 538 (M + 1). 

20 

Micro analysis: Calculated for C27H34F3 N 3 0 5 : 
C: 60.33, H: 6.37, N: 7.82%. Found: 
C: 60.51, H: 6.60, N: 7.48%. 



5 



10 
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EXAMPLE 97 

3-{441-ttrans-4-(4-Trif)uoromethoxvphenvlra^ 
phenvOureidomethyllbenzoylaminolpropionic acid 



This compound was prepared on solid support using the same methodology as described in 
general procedure (F) using trans 4-hydroxycyclohexylamine instead of 4-fert-butylcyclo- 
hexylamine. 

10 HPLC-MS (Method B): R t = 7.68 min, m/z= 727 (M + 1). 

Micro analysis: Calculated for C33H32F3N4O8: 
C: 54.55, H: 4.44, N: 7.71%. Found: 
C: 54.17, H:4.53, N: 7.44%. 



EXAMPLE 98 (general procedure (F)) 

3-(4-F1-(frans>4-fe/t-Butvlcvclohexvl)-3-(4>trifluoromethoxyphenvl)ureidomethvnbenzovl- 
amino)propionic acid methyl ester 




15 




F 



20 



The compound was prepared according to procedure (F) but omitting step D. 



Micro analysis: Calculated for C29H36F3N3O5. 0.1 H 2 0: 
C, 61.87%; H, 6.44%; N, 7.46%. Found: 
25 C, 61 .60%; H, 6.45%; N, 7.43%. 
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HPLC-MS (Method B): m/z: 564. 
EXAMPLE 99 (general procedure (F)) 

3-(4-f1-(4-tert-Butvlcyclohexvl)-3-(4-cvanophenvl)ureidomethvllben20vlarnino)propionic acid 




1 H NMR (DMSO-cfe): 8 12.2 (1H, broad), 8.82 (1H, s), 8.48 (1H, t), 7.78 (2H, d). 7.68 (4H, s). 
7.32 (2H, d), 4.62 (2H, s), 4.05 (1H, m), 3.42 (2H, dd), 1.80-85 (9H, m), 0.80 (9H, s) 

HPLC-MS (method B): m/z: 505, R, = 7.28 min. 

EXAMPLE 100 (general procedure (F)) 

3-(4-f3-(3,5-Bis-trifluoromethvlphenvl)-1-(tfans-4-fert-butvlcvclohexyl)ureidomethvl1benzovl- 
aminolpropionic acid 




The starting material, 4-[(frans-4-tert-butylcyclohexylamino)methylbenzoic acid methyl ester, 
was prepared as described in step A of the general procedure (F). 

'H NMR (DMSO-de): 8 12.2 (s, 1H), 9.05(s, 1H), 8.45 (t, 1H), 8.25(s, 2H), 7.76(d, 2H), 7.61 (s, 
1H), 7.32(d. 2H), 4.63(s, 2H), 4.05(m, 1H), 3.45(m, 2H), 1.80-0.75 (m, 9H), 0.82 (s, 9H) 

HPLC-MS (method B): m/z: 616, R, = 8.3 min. 



MA: calculated for C30H35F6N3 0 4 : 
58.53% C; 5.73% H; 6.83% N; Found 
58.25% C; 5.75% H; 7.02% N. 
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General procedure (G) for the solution phase synthesis of compounds of the general formula 

Ml 



o o 



Fi "Y 1 "™ — ^ u ~ h 2 Y NH 



Step A 



StepB 



Lea'-X-D , 

D-N=C=0 or 
D-N=C=S 



0 - 1)2NLiOH 0 



HO^^N-^Z Y N.^D 2 > 1NHCI 

r1 Step C 
(le) 

wherein 



R\ E, Z and D are as defined for formula (I), 
10 X is -S(0) 2 -(CH 2 ) r -, -C(0)NH- or -C(S)NH- f wherein r is as defined for formula (I), 
Y is -C(O)- or -S(0) 2 -, 
R is Ci_6-alkyl, 

15 

Lea is a leaving group such as chloro, bromo, iodo, mesyl or tosyl, and 
Lea' is a leaving group such as -OSu, chloro, phenoxy, 4-nitrophenoxy. 
20 Step A; 

The appropriate alkylhalide (0.02 mmol) in DMF was dispensed into the wells of a deepwell 
plate containing solid potassium carbonate (3 equivalents) and the appropriate amine, NH 2 - 
E, (0.02 mmol). The reactions were agitated at room temperature for four hours and at 50°C 
for 12 hours. The solids were filtered off and the desired amines were used without further 
25 purification in the next step. 
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Step B: 



To the amines in DMF was added the desired isocyanate or isothiocyanate or alternatively 
Lea'-X-D (0.02 mmol) in DMF. When using Lea'-X-D a base such as triethylamine, diisopro- 
pylethylamine, dicyclohexylmethylamine or any tertiary amine or potassium carbonate was 
5 also added. The reactions are shaken for 30 minutes to give the desired ureas or thioureas. 

Step C: 

To the crude products obtained in step B was added aqueous 2 N LiOH (10 equivalents). 
The samples were shaken overnight and filtered. Aqueous 1 N HCI was then added to give 
10 the desired carboxylic acids. 

General preparation of halomethylarylcarboxamides as starting materials: 
The halomethylarylcarboxamides were prepared from the coupling of the corresponding ha- 
lomethylarylcarboxylic acid and the methyl or ethyl-3-aminopropionate hydrochloride accord- 
15 ing to the procedure described below. 

To a solution of the arylcarboxylic acid in a suitable solvent such as CH 2 CI 2 , DMF or THF 
was added diisopropylethylamine (3 eq) and HBTU (1.1 eq). The reaction was allowed to stir 
for 30 minutes before ethyl or methyl-3-aminopropionate hydrochloride (1.1 eq) was added. 
20 The solution was stirred at room temperature for 4 hours. The solvents were evaporated un- 
der reduced pressure. The residue was taken up in ethyl acetate and 1N HCI. The organic 
layer was separated and washed with H 2 0 (2 x), aqueous NaHC0 3 (3 x), brine (2 x) t dried 
over MgS0 4 and concentrated to give the desired product. 

25 Ethyl 3-(r4-(chloromethyl)benzovnamino)propionate : 



1 H NMR (DMSO-d 6 ): 5 1.2 (t, 3H), 2.6 (t, 2H). 3.5 (qt, 2H), 4.1 (qt, 2H), 4.8 (s, 2H), 7.6 (d, 
2H), 7.8 (d,2H), 8.6 (t, 1H). 



o 



o 




30 
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Ethyl 3-(f3-(chloromethvl)benzovnamino)propionate: 




1 H NMR (DMSO-d 6 ): 5 2.61 (t, 2H), 3.50 (qt, 2H), 3.61 (s, 3H), 4.81 (s t 2H), 7.47 (t, 1H), 7.59 
5 (d, 1H), 7.79 (d, 1H), 7.90 (s, 1H), 8.62 (brd t, 1H). 

Ethyl 3-((f4-(bromomethvl)phenvl1sulfonvl)amino)propionate: 




10 To a solution of the 4-bromomethylphenylsulfonylchloride (10 g, 37 mmol) in CH 2 CI 2 (200 
mL) at 0°C was added diisopropylethylamine (16 mL, 93 mmol) followed by ethyl-3- 
aminopropionate hydrochloride (5.1 g, 37 mmol)). The reaction was stirred for 10 minutes at 
0°C and the solvent was evaporated at room temperature under reduced pressure. The resi- 
due was dissolved in ethyl acetate and washed with 1N HCI (3x), H 2 0, aqueous NaHC0 3 

15 (3x), brine (3x) and dried over MgS0 4 . The solvent was concentrated to give a syrup. Addi- 
tion of ethyl ether induced crystallization of the product as a white solid (10 g t 30 mmol, 
81%). 



1 H NMR (CDCI 3 ): 5 1.24 (t, 3H). 2.55 (t, 2H), 3.22 (qt, 2H), 4.13 (qt, 2H), 4.50 (s, 2H), 5.28 (t, 
20 1H), 7.53 (d,2H), 7.85 (d,2H). 

Ethyl 3-({r5-(bromomethvl)-2-thienyllcarbonvl}amino)propionate: 




25 To a solution of methylthiophene carboxylic acid (20 g, 0.14 mol) in DMF (30 mL) was added 
at 0°C carbonyldimimidazole (23 g, 0.14 mol) in portions of 10 g. After stirring at 0°C for 1 
hour, a solution of ethyl 3-aminopropionate hydrochloride (21 g, 0.14 mol) in DMF (30 mL) 
was added followed by triethylamine (20 mL, 0.14 mol). The mixture was stirred at ambient 
temperature for 16 hours, filtered by suction, and the filtrate was concentrated. The residue 

30 was dissolved in ethyl acetate (100 mL), washed with water (2 x 50 mL), 1N hydrochloric 
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acid (2 x 50 mL) t sodium bicarbonate solution (2 x 50 mL), brine (50 mL), dried (MgS0 4 ), and 
concentrated. Addition of hexane to the residue induced the crystallization of ethyl 3-({[(5- 
methyl-2-thienyl)carbonyl]amino}propionate (27 g, 80%). 

5 1 H NMR (CDCI 3 ): 5 128 (t, 3H), 2.50 (s, 3H), 2.62 (t, 2H), 3.68 (q, 2H), 4.17 (q, 2H), 6.60 (brd 
s, 1H), 6.66 (d, 1 H), 7.30 (d, 1H). 

The above product (27 g, 0.11 mol) was dissolved in carbon tetrachloride (150 mL;. A/- 
bromosuccinimide (21 g, 0.12 mol) and AIBN (200 mg) was added. The mixture was refluxed 
10 for 5 hours, and filtered by suction. The solid was extracted with ethyl acetate until the filtrate 
appeared colourless. The combined ethyl acetate extracts (200 mL) were washed with water 
(2 x 50 mL), dried over MgS0 4 and concentrated. The residue was recrystallized from hex- 
ane, ethyl acetate 1:1 to give ethyl 3-({[5-(bromomethyl)-2-thienyl]carbonyl}amino)propionate 
as a white solid (15 g, 41%). 



1 H NMR (CDCI3): 8 1.28 (t, 3H), 2.63 (t, 2H), 3.69 (t, 2H), 4.18 (q, 2H), 4.68 (s, 2H), 7.06 (brd 
s.1H), 7.07 (d, 1H), 7.32 (d, 1H). 

MS (APCI, neg.): 320, 318. 

20 

The following examples were prepared according to the general procedure (G). 
EXAMPLE 101 (general procedure (G)) 

3-(4-ri-(4-tert-Butylcvclohexvl)-3-(4-trifluoromethvlsulfanvlphenvl)ureidomethvl1benzoyl- 
25 amino)propionic acid 



15 



H,cT_bH 3 




WO OO/69810 



PCT/DK00/00264 



141 



EXAMPLE 102 (general procedure (G)) 

3-i4-[1-(4-fert-Butvlcvclohexvl)-3-naphthalen-2-vlureidomethvl)benzovlamino)propionic acid 



NMR (DMSO-d 8 ): 6 0.83 (s, 9H), 0.91 (m, 1H), 1.11 (m, 2H), 1.40 (m, 2H), 1.67-1.76 (m, 
4H), 2.44 (t, 2H), 3.44 (q. 2H), 4.10 (qt, 1H), 4.64 (s, 2H), 7.31-7.44 (m, 4H), 7.60 (dd, 1H), 
7.72-7.83 (m, 5H), 7.99 (d, 1H), 8.47 (t, 1H). 8.57 (s, 1H), 12.10 (brd s, 1H). 

10 MS (APCI, pos): 532.3, 531 .2, 530.2, 362.3, 361 .2. 

EXAMPLE 103 (general procedure (G)) 

3-(4-ri-(4-terf-Butvlcvclohexvl)-3-(2,6-dichloropyridin-4-vl)ureidomethvllbenzovlamino)- 
propionic acid 



1 H NMR (DMSO-d 6 ): 5 0.81 (s, 9H), 0.91 (m, 1 H), 1 .07 (m, 2H), 1 .39 (m, 2H), 1 .63-1 .74 (m, 
4H), 2.49 (t, 2H), 3.44 (q, 2H), 4.10 (t, 1H), 4.61 (s. 2H), 7.29 (d, 2H), 7.66 (s, 2H), 7.76 (d, 
2H), 8.47 (t, 1H), 9.21 (s, 1H), 12.10 (brd s, 1H). 

20 

MS (APCI, pos): 549.2, 362.2, 361 .2. 





ci 
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EXAMPLE 104 (general procedure (G)) 
3^441 -(4-tert-Butvlcvclohe^ 

acid 



1 H NMR (DMSO-de): 5 0.82 (s, 9H), 0.90 (m, 1H), 1.05-1.15 (m, 2H), 1.40 (m, 2H), 1.65-1.75 
(m, 4H), 2.51 (t, 2H), 3.44 (q, 2H), 4.00 (m, 1H), 4.59 (s, 2H), 7.12 (t, 1H), 7.30 (d, 2H), 7.62 
(d, 2H) t 7.75 (d, 2H), 8.45 (t, 1H), 8.69 (s, 1H) f 12.50 (brd s, 1H). 

10 MS (APCI, pos): 552.2, 550.2, 549.2, 548.2, 362.3, 361.2. 

EXAMPLE 105 (general procedure (G)) 

3-(441.(4.tert-ButvlcvclohexvlV3-(4-trifluoromethylsulfanvlphenvl)ure 
sulfonvlamino)propionic acid 



1 H NMR (Acetone-d 6 ): 5 0.83 (s, 9H), 0.97 (m, 1H), 1.17 (q, 2H), 1.54 (q, 2H), 1.81 (m, 4H). 
2.50 (t, 2H), 3.15 (t, 2H), 4.17 (t, 1H), 4.76 (s, 2H), 6.60 (brd s, 1H), 7.56 (m, 4H), 7.67 (d, 
2H), 7.83 (d, 2H), 8.19 (s,1H). 

20 

MS (APCI, pos): 617.2, 616.2, 399.2, 398.1, 397.2. 




CH 3 
H3CXCH3 



CI 
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EXAMPLE 106 (general procedure (G)) 

344-[1-(4-te/t-ButvlcvclohexvlV3-(44rifluoromethoxvDhenvnureidomethvl]benzenesulfonvl- 
aminotoropionic acid 



1 H NMR (DMSO-de): 5 0.82 (s, 9H), 1.11-1.17 (m, 3H), 1.49 (q, 2H), 1.70 (t, 4H), 2.32 (t, 2H), 
2.90 (t, 2H), 4.01 (m, 2H), 4.62 (s, 2H), 7.22 (d, 2H), 7.45 (d, 2H), 7.55 (d, 2H0, 7.72 (d, 2H), 
8.59 (s, 1H), 12.20 (brds, 1H). 

10 MS (APCI, pos): 601.3, 600.2, 399.2, 398.3, 397.2. 

EXAMPLE 107 (general procedure (G)) 

3-(4-f1-(4-fe/t-Butvlcvdohexvl)-3-(3-fluoro-4-methvlphenvl)ureidornethvl1benzenesulfonvl- 
amino)propionic acid 



1 H NMR (Acetone-d 6 ): 5 0.82 (s, 6H), 0.84 (s, 3H), 1.21 (m 1H), 1.43-1.59 (m, 5H), 1.79-1.92 
(m, 3H), 2.16 (s, 3H), 2.52 (t, 2H). 3.14 (q, 2H), 4.36 (m, 1H), 4.85 (s, 2H), 6.51 (btd t, 1H), 
7.07 (d, 2H), 7.49-7.57 (m, 3H), 7.83-7.90 (m, 3H), 11.50 <brd s, 1H). 

20 

MS (APCI, pos): 548.2, 399.1, 398.3, 397.2. 




5 



15 
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EXAMPLE 108 (general procedure (G)) 

3-(441-(4-terr-Butvlben2vl)-3-f3.5-dichlorophenvnureidomethvl1benzovlamino)propionic acid 




ci 



5 1 H NMR (DMSO-d 6 ): 8 1 .25 (s, 9H), 3.33 (m, 2H), 3.43 (m, 2H), 4.51 (s, 2H). 4.63 (s, 2H). 
7.14-7.17 (m, 3H), 7.30 (d, 2H), 7.36 (d, 2H), 7.66 (m, 2H). 7.79 (s, 1H), 8.50 (t, 1H), 8.97 (s, 
1H), 12.25 (brds, 1H). 

MS (APCI, pos): 558.2, 557.2, 556.2, 370.1, 369.1. 

10 

EXAMPLE 109 (general procedure (G)) 

3-(4-f1-((1R)-1-Cvclohexvlethvl)-3-naphthalene-2-vlureidomethvl1ben2oylamino)propionic ac- 
id 




15 

'H NMR (CDCI 3 ): 5 0.92-1.10 (m, 8H), 1.36 (q, 1H),1.59 (m. 2H), 1.67 (d, 3H), 2.51 (t, 2H), 
3.54 (q, 2H), 4.05 (m, 1H), 4.30 (d, 2H), 4.50 (d, 2H), 6.32 (brd s, 2H), 6.47 (brd s, 1H), 7.00- 
7.07 (m, 2H). 7.23 (t, 1H), 7.27-7.30 (m, 3H), 7.5407.67 (m, 6H). 

20 MS (APCI, pos): 503.3, 502.3, 333.3. 
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EXAMPLE 110 (general procedure (G)) 

3-(4-[1-((1SV1-Cvclohexylethvl)-3-naphthalene-2-vlureidomethvl1benzovlaminobropionic ac- 
id 



1 H NMR (DMSO-d 6 ): 8 0.91 (m, 3H), 1.09 (d, 3H), 1.11 (m, 3H), 1.15-1.88 (m, 6H), 2.44 (t, 
2H), 3.34 (q, 2H). 4.09 (q, 1H), 4.36 (d, 1H), 4.80 (d, 1H). 7.32 (t, 1H), 7.38 (d, 2H). 7.42 (t, 
1H), 7.55 (dd, 1H), 7.71-7.79 (m, 5H), 7.97 (dd, 1H), 8.52 (t, 1H). 

10 MS (APCI, pos): 502.2, 353.0. 

EXAMPLE 111 (general procedure (G)) 

3-(4-[1-(2.3-Dihvdro-1H-inden-2-vl)-3-(4-trifluoromethoxvphenvl)ureidomethvllbenzovlarnino)- 
propionic acid 



1 H NMR (DMSO-cfe): 5 2.44 (t, 2H), 2.90-3.06 (m, 4H), 3.40-3.46 (m, 2H), 4.67 (s, 2H), 5.09 
(qt, 1H), 7.06-7.21 (m, 4H), 7.29 (d. 2H), 7.52 (d, 2H), 7.68 (d. 2H), 7.77 (d, 2H). 8.48 (t, 1H), 
8.88 (s, 1H), 12.00 (brds, 1H). 

20 

MS (APCI, pos): 558.2, 339.1. 




5 



15 
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EXAMPLE 112 (general procedure (G)) 

3"{4"f1-(2,3'Dihvdro-1HHnden-2-v))-3-(4-butvlphenvl)ureidomethy 
acid 




1 H NMR (DMSO-d 6 ): 5 0.87 (t, 3H), 1.28 (hex, 2H), 1.49 (qt, 2H), 2.51 (t, 2H), 2.69 (t, 2H), 
2.95 (d, 1H), 3.01 (d, 1H), 3.25 (d, 1H), 3.30 (d, 1H), 3.70 (q t 2H), 4.59 (s, 2H), 5.21 (qt, 1H), 
6.21 (s, 1H), 6.91 (t, 1H), 7.02 (s, 4H), 7.18 (s, 4H), 7.37 (d, 2H), 7.47 (d, 2H). 

MS (APCI.pos): 514.2, 339.1. 

EXAMPLE 113 (general procedure (G)) 
3-(5-ri-(4-te/^ButylcvdohexvlV3-(4-trifl^^ 
carbonvlamino)propionic acid 




'H NMR (DMSO-c/ 6 ): 5 0.61 (s, 9H), 0.73 (m, 1H), 0.87 (q, 2H). 1.24 (q, 2H), 1.51 (m, 4H), 
2.21 (t, 2H), 3.16 (q, 2H), 3.73 (t, 1H), 4.42 (s, 2H), 6.77 (d, 1H), 7.02 (d, 2H), 7.29 (d, 2H), 
7.33 (d, 1H), 8.21 (t, 1H), 8.37 (s, 1H), 11.99 (brd s, 1H). 



MS (APCI, neg): 568.0, 569.0; 
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EXAMPLE 114 (general procedure (G)) 
3-(4-ri-((2R.3R)-2.6.6-TrimeM 
benzovlamino)propionic acid 



1 H NMR (DMSO-d 6 ): 5 0.96 (d, 3H), 1.07 (s, 3H), 1.18 (s, 3H), 1.65-1.71 (m, 2H), 1.89-1.94 
(m, 2H), 2.20-2.28 (m, 2H), 2.44 (t, 2H), 3.49 (q, 2H), 4.66 (s f 2H), 4.85 (m, 1H), 7.10 (t. 1H), 
7.30 (d, 2H), 7.53 (d, 2H), 7.80 (d, 2H), 8.47 (t, 1H), 8.69 (s, 1H). 

10 MS (APCI, pos): 546.1, 359.2, 287.1. 

The following examples 1 15 to 136 were all found to displace more than 50% of the glucagon 
tracer when screened at 1 concentration in the glucagon binding assay II. These com- 
pounds are all expected to be present in the library. 




CI 



5 



15 
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EXAMPLE 115 (general procedure (G)) 

3-{4-[1-(2-Trif)uoromethoxvbenzvh-3-naphthalene 

acid 




EXAMPLE 116 (general procedure (G)) 

3-(4-[1-(2-TrifluoromethoxvbenzYl^ 

acid 




EXAMPLE 117 (general procedure (G)) 

3-14-M -(2-Trifluoromethoxvbenzvl)-3-(4-trifluoromethvlsulfanvlphenvl)ureidomethvilbenzovl- 
amino)propionic acid 




EXAMPLE 118 (general procedure (G)) 

344-f1-(4-Trifluoromethvlbenzvl)-3-^ acid 
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EXAMPLE 119 (general procedure (G)) 

344-f144-Trifluoromethvlbenzvn-3-(4^ 

acid 

cf, 



HO 



o KJ< 



EXAMPLE 120 (general procedure (G)) 

3-(4-^-(4-Trifluoromethvlbenzvn-3-(4-trifluoromethvlsulfanvlphenvnureidomethvnb 
amino)propionic acid 




EXAMPLE 121 (general procedure (G)) 
3-(4-ri-(4-Hvdroxv-3-methoxvbenzvl^ 
propionic acid 



OH 




EXAMPLE 122 (general procedure (G)) 
3-1441 .(4-Hvdroxv-3-m^ 
amino)propionic acid 



oh 
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EXAMPLE 123 (general procedure (G)) 
3-{4-f1-H-Hvdroxvcvc1ohexvlm^ 
amino)propionic acid 




EXAMPLE 124 (general procedure (G)) 

3-(5~[1-(2-TrifluoromethoxvbenzvlV3-naphthalene-2'Vlureidomethvnthiophene'-2-carbonvl- 
amino)propionic acid 




EXAMPLE 125 (general procedure (G)) 

3-(5^1-(2-TrifluoromethoxvbenzvlV3'(4'butoxvphenvl)ureidomethvl1thiophene-2-carbonvl- 
amino)propionic acid 




EXAMPLE 126 (general procedure (G)) 

3-f5-f1-(2-Trifluoromethoxvbenzvl)-3-(4-trifluoromethvlsulfanylphenyl)ureidomethvl1- 
thiophene-2-carbonvlamino)propionic acid 
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EXAMPLE 127 (general procedure (G)) 
3-(5-[1-(4-ferf-Butylbenzyl)-3-n^^ 
propionic acid 



o o 




EXAMPLE 128 (general procedure (G)) 
3-(5-f1-(4-Trifluoromethylbenzyl)-3-naphth^^ 
aminotoropionic acid 




CF 3 



EXAMPLE 129 (general procedure (G)) 

3-(5-[1 -(4-fe/t'Butvlbenzvl)-3-(4-butoxvphenyl)ureidomethvl1thiophene-2-carbonvlamino)- 
propionic acid 



o o 
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EXAMPLE 130 (general procedure (G)) 
3-(5-f1-(4-tert-Bufylbenzvl)-3-(4-trifluoro 
carbonylamino)propionic acid 




EXAMPLE 131 (general procedure (G)) 

3-(5-ri-(4-Trifluoromethvlbenzyl)-3-(44rifluoromethvlsulfanvlphenvnureidomethvlU 
2-carbonvlamino)propionic acid 



o o 




EXAMPLE 132 (general procedure (G)) 

344-f1-(4-terf-Butvlcyclohexvl)-3'(2-phenvlcvclopropyl)ureidomethvl1ben2ovlamino)propionic 
acid 
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EXAMPLE 133 (general procedure (G)) 

3-(4-r3-(4-Bromophenvl)-1-(4-te^ acid 

CH 3 
H 3 CXCH 3 



o 



EXAMPLE 134 (general procedure (G)) 

3-(3'f1-(4-terf-Butvlcvclohexvl)-3-(4-trifluoromethoxyphenvl)ureidomethvn 
propionic acid 

o o o f^r 0CF ' 



HO 



'3^ 



'3 



EXAMPLE 135 (general procedure (G)) 

3-(3-ri-(4-fert-Butvlcvclohexvl)-3-(3 1 5-dichlorophenvl)ureidomethvl1benzovlamino)propionic 
acid 

ci 



HO 



o r^K 

N ^ N -kA c| 



HX 



3 w C ^H 3 



EXAMPLE 136 (general procedure (G)) 

3-(4-f3-(4"Butvlphenvl)-1-(4-trifluoromethylbenzyl)ureidomethvl1benzovlamino)propionic acid 



HO 



CH 3 
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EXAMPLE 137 (general procedure (G)) 

3-{4-[1-(1-lndan-2-yl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoylamino)propionic acid 




5 1 H NMR (DMSO-d 6 ): 5 2.52 (t, 2H). 2.97 (m, 4H). 3.47 (qt, 2H). 4.72 (s, 2H), 7.09 - 7.20 (m, 
4H), 7.24 (d. 2H), 7.29 (d, 2H), 7.57 (d, 2H), 7.77 (d. 2H), 8.48 (brd t, 1H), 8.73 (brd s, 1H), 
12.21 (brds, 1H). 

MS (APCI, pos): 542.2, 543.2, 339.1. 

10 

EXAMPLE 138 (general procedure (G)) 

3-(4-f1-lndan-2-vl-3-(3.5-dichlorophenvl)ureidomethyl1benzovlamino)propionic acid 




ci 



15 'H NMR (DMSO-d 6 ): 5 2.51 (t, 2H), 2.95 - 2.99 (m, 4H), 3.45 (qt, 2H), 4.71 (s, 2H), 7.09 - 
7.18 (m 5H), 7.28 (d, 2H), 7.64 (s, 2H). 7.78 (d, 2H), 8.49 (t, 1H), 8.86 (S, 1H), 12.21 (brd S. 
1H). 



MS (APCI, pos): 526.1. 339.1. 

20 
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EXAMPLE 139 (general procedure (G)) 

3-{441-((1S)-1-Cvclohexvlethvl)-3-(4-trifluoromethoxvphenvl)ureidomethvl1benzoylamino 
propionic acid 



'H NMR (DMSO-d 8 ): 8 0.84 - 1.19 (m, 8H), 1.47 - 1.70 (m, 6H). 1.88 (t, 2H), 3.16 (qt, 2H), 
4.03 (quintet, 1H), 4.33 (d, 1H), 4.78 (d, 1H), 7.10 (d, 2H), 7.50 (d, 2H), 7.70 (d, 2H), 8.62 
(brds, 1H), 8.95 (brdt, 1H). 

MS (APCI, pos): 536.2, 537.2, 538.2. 

EXAMPLE 140 (general procedure (G)) 

3-(4-f1-((1S)-1-Cvclohexvlethyl)-3-(3.5-dichlorophenvl)ureidomethvnbenzovlamino)propionic 
acid 



1 H NMR (CDCI 3 ): 6 1.16 - 1.27 (m, 8H), 1.40 (m. 1H). 1.69-1.80 (m, 5H), 2.68 (t, 2H), 3.70 
(qt, 2H), 4.20 (m, 1H), 4.43 (dd, 2H), 6.44 (brd s, 1H), 6.94 (m, 2H), 7.17 (s, 2H), 7.36 (d, 
2H), 7.74 (d, 2H). 

MS (APCI, pos): 520.2, 522.1, 333.2. 





CI 
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General procedure (H) for the solution phase synthesis of compounds of the general formula 

m 



H 



H H Y X' 

Rl Step A R1 



Step B 



1) 2N LiOH 

2) 1NHCI 



O 

HO^N-^Z Y N. x .D 



R 1 
(If) 

5 

wherein 

R\ E, Z and D are as defined for formula (I), 
10 X is -(CH 2 ) q -, wherein q is as defined for formula (I), 
Yis -C(O)- or -S(0) 2 -, 
R is C^-alkyl and 

15 

Lea is a leaving group such as chloro, bromo, iodo, mesyl or tosyl. 
The preparation of starting materials are as described above in procedure (G). 
20 Library solution phase synthesis (procedure (H)) of compounds of the general formula (If): 
Step A: 

The appropriate alkylhalide (0.02 mmol) in DMF was added into the wells of a deepwell plate 
containing the appropriate amine (E-NH-X-D) (0.02 mmol) and solid potassium carbonate (2 
25 eq) in DMF. The mixtures were agitated at 55°C for 16 hours to give the alkylated product. 
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Step B: 

To the crude product from step A was added aqueous 2M LiOH (4 eq). The mixtures are agi- 
tated for at least four hours before they are filtered. Aqueous 1 N HCI was then added to give 
the desired carboxylic acids. 

The following examples 141 to 152 were prepared according to the general procedure (H). 
They were all found to displace more than 50% of the glucagon tracer when screened at 1 
jjJVI concentration in the glucagon binding assay II. The compounds are all expected to be 
present in the library. 

EXAMPLE 141 (general procedure (H)) 

3»(4-{f(3.3-Diphenvlpropvl)-(4-trifluoromethylbenzvl)amino1methvl)benzovlamino)propionic 
acid 



EXAMPLE 142 (general procedure (H)) 

3-(5-{f(3,3-Diphenvlpropvl)-(4-trifluoromethvlbenzvl)amino1methvl)thiophene-2-carbonvl- 
amino)propionic acid 
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EXAMPLE 143 (general procedure (H)) 

3-(4-(f(2,2-Diphenvlethvl)-(2-chlorobenzvl)amino1methyl)benzovlamino)propionic acid 




5 EXAMPLE 144 (general procedure (H)) 

3-(5"([(2,2-Diphenvlethvl)-(2-chlorobenzvl)amino1methyl}thiophene-2-carbonylamino)- 
propionic acid 




10 EXAMPLE 145 (general procedure (H)) 

3-(4-(f(2-Phenvlethvl)-(4-phenoxvbenzyl)amino1methvl}benzovlamino)propionic acid 
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EXAMPLE 146 (general procedure (H)) 

3-(5-(f(2-Phenvlethvl)-(4-pheno^ 

acid 




EXAMPLE 147 (general procedure (H)) 
3-(54f(2.4-DichlorophenethylH4-methvlbenzvh^ 
propionic acid 




EXAMPLE 148 (general procedure (H)) 

3-(5-{[Bis-(4-chlorobenzyl)amino1methvl)thiophene-2-carbonvlamino)propionic acid 

ci 
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EXAMPLE 149 (general procedure (H)) 

3-(4-ff(3 t 4-Dimethoxybenzyl)-(4-te^ acid 




OMe 



EXAMPLE 150 (general procedure (H)) 
3-(54f(3,4-DimethoxYbenzvl)-(4-isopropylbenzvlte^ 
propionic acid 



HO 



Spy OMe 
OMe 



EXAMPLE 151 (general procedure (H)) 
3-(4-(r(3,4-DimethoxvbenzylH3-f3-trifluorom 
amino)propionic acid 



OMe 
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EXAMPLE 152 (general procedure (H)) 

3-(5-(r(3.4-Dimethoxvbenzvl)-(3-r34rifluoromethvlphenoxy1benzyl)aminolmethv 
carbonvlamino)propionic acid 



EXAMPLE 153 (general procedure (H)) 

3-(4-(r(2 t 4-Dichlorophenethvl)-(4-methvlbenzvl)aminolmethyl)benzoylamino)propionic acid 

ci 



1 H NMR (MeOH-d<): 5 2.38 (s, 3H), 2.64 (t, 2H), 3.10 (m, 4H), 3.50 (qt, 2H), 4.40 (s, 2H), 
4.50 (s, 2H), 7.20 (m, 4H), 7.40 (m, 3H), 7.50 (d, 2H), 7.90 (d, 2H), 8.60 (t, 1H). 

MS (APCI, pos): 499.1, 500.2, 501.2. 

EXAMPLE 154 (general procedure (H)) 

3-(4-(fBis-(3-chlorobenzvnamino1methyl)benzovlamino)propionic acid 

ci 



1 H NMR (CDCI 3 ): 5 2.70 (t, 2H), 3.40 (s, 4H), 3.50 (s, 2H), 3.70 (qt, 2H), 6.9 (t, 1H), 7.20 (m, 
6H), 7.30 (s, 2H), 7.40 (d, 2H), 7.70 (d, 2H). 



OMe 






MS (APCI, pos): 471.0, 472.0, 473.0. 
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EXAMPLE 155 (general procedure (H)) 

3-(4-(r(3,3-DiphenvlpropylH3,4-m^ 

acid 



1 H NMR (CD 3 CN): 8 2.46 - 2.54 (m t 2H), 2.63 (t, 2H), 2.82 - 2.88 (m, 2H), 3.61 (qt, 2H), 3.86 
(t. 1H), 4.20 - 4.40 (m, 4H), 6.02 (s, 2H), 6.83 (d, 1H), 6.90 (d, 1H) f 6.97 (s, 1H), 7.16 - 7.29 
(m, 10H), 7.50 (d, 2H) t 7.77 (d, 2H). 

MS (APCI, pos): 551.2, 552.2, 553.2. 

General procedure (I) for the solution phase synthesis of compounds of the general formula 

Ml 





Lea'-C(0)-NH-D or 



Step C 



DIPEA 




O 



0 



wherein 



n, D and V are as defined for formula (I), 
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R is C^-alkyl and 

Lea' is a leaving group such as -OSu, chloro, phenoxy or 4-nitrophenoxy. 
5 Step A: 

To a solution of ethyl 4-formylbenzoate (6 g, 33.7 mmol) in DMF was added 4-ferf-butylcyclo- 
hexylamine (5.8 g, 37.1 mmol), sodium cyanoborohydride (3.2 g, 50.6 mmol) and a catalytic 
amount of TFA. The solution was stirred at room temperature for 5 hours. The reaction was 
diluted with ethyl acetate and washed with aqueous sodium bicarbonate (3x), brine (3x), 
10 dried over MgS0 4 , and concentrated to a syrup. The desired secondary amine was purified 
by silica gel column chromatography using ethyl acetate. 

'H NMR (DMSO-de): 8 0.78 (s, 9H), 0.91 (brd m, 5H), 1.30 (t,3H) f 1.67 (brd m, 2H), 1.93 (brd 
m, 2H), 2.21 (1H), 3.77 (s, 2H), 4.30 (qt, 2H), 7.44 (d, 2H), 7.87 (d, 2H). 

15 

Step B: 

To a solution of the above benzoate in THF/MeOH (3/1) was added aqueous 1M NaOH. Af- 
ter stirring the reaction at room temperature for 15 minutes, the solution was made acidic 
with 1N HCI. The product was extracted with ethyl acetate (3x) and washed with brine (3x), 
20 dried over MgS0 4 , and concentrated to a solid. The carboxylic acid product was recrystal- 
lized from dichloromethane as the hydrochloride salt. 

1 H NMR (DMSO-d 6 ): 5 0.82 (s, 9H), 0.97 (m, 3H), 1.44 (qt, 2H), 1.81 (m, 2H), 2.17 (m,2H), 
2.90 (brd m, 1H), 4.20 (t, 2H), 7.73 (d, 2H), 7.95 (d, 2H), 9.52 (s, 2H), 12.60 (brd s, 1H). 

25 

Step C: 

To a solution of the amine in DMF was added the desired isocyanate (1.1 eq) or alternatively 
Lea , -C(0)-NH-D, and the reaction was stirred at room temperature for 10 minutes. When us- 
ing Lea'-C(0)-NH-D a base such as triethylamine, diisopropylethylamine, dicyclohexylmethyl- 
30 amine or any tertiary amine or potassium carbonate was also added. The solvent was con- 
centrated to an oil. The residue was suspended in ethyl acetate and upon sitting in cold, the 
desired urea crystallized as a white solid. 
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Examples of products prepared in this fashion are shown below. 



4-f1-(4-teft'Butvlcvclohexvl)-3-(4-trifluoromethoxyphenvl)ureidomethvnbenzoic acid 
h 3 c ?, H eH 3 



p 

HO 



5 

1 H NMR (DMSO-de): 8 0.81 (brd s, 9H), 1.12 (qt, 2H), 1.37 (qt, 2H), 1.69 ( t, 4H), 4.06 (t. 1H), 
4.62 (s, 2H), 7.21 (d, 2H), 7.35 (d, 2H), 7.54 (d, 2H), 7.87 (d, 2H), 8.57 (s, 1H), 12.84 (brd s, 
1H). 

10 4-[1-(4-terf-Butvlcvclohexvl)-3-(4-chlorophenvl)ureidomethyl1ben2oic acid 



h,c^Jh, 



'H NMR (DMSO-de): 5 0.82 (s, 9H), 0.91 (m, 1H), 1.15 (qt, 2H), 1.37 (qt, 2H), 1.69 (t. 4H), 
4.04 (m, 1H), 4.61 (s, 2H), 7.26 (d. 2H), 7.35 (d. 2H), 7.47 (d, 2H), 7.86 (d, 2H), 8.49 (s, 1H), 
15 12.83 (brd s, 1H). 

4-f 1 -(4-te/f-Butvlcvclohexvl)-3-(3.5-dichlorophenyl)ureidomethvnbenzoic acid 



h 3 c ?%, 



o l W 




CI 



20 1 H NMR (DMSO-d 6 ): 5 0.81 (s, 9H), 0.92 (m, 1H), 1.14 (qt, 2H), 1.47 (qt, 2H), 1.69-1.72 (m, 
4H), 4.04 (m, 1H). 4.61 (s, 2H), 7.12 t, 1H), 7.35 (d, 2H), 7.63 (d, 2H), 7.88 (d, 2H), 8.87 (s, 
1H), 12.95 (brd s, 1H). 
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Step D: 

This step was carried out in a combinatorial fashion in solution. 

5 To a solution of one of the above benzoic acids (0.02 mmol) in a suitable solvent such as 
CH 2 CI 2 , DMF t or THF was added diisopropylethylamine (3 eq) and HBTU (1.1 eq). The reac- 
tion was allowed to stir for 30 minutes before the amine (1.1 eq) was added. The solution 
was stirred at room temperature for 4 hours. The solvents were evaporated under reduced 
pressure to afford the crude product. 

10 

The following examples were prepared according to the general procedure (I). 

: EXAMPLE 156 (general procedure (I)) 
4-H-(4-fe^ButvlCYClohexvl)-3-(4^ 
15 vhethvllbenzamide 




1 H NMR(DMSO-d 6 ):5 0.81 (s, 9H), 0.90 (m, 1H), 1.11 (qt, 2H), 1.41 (qt, 2H), 1.70 (m, 4H), 
3.13 (t, 2H), 3.60 (qt, 2H), 4.05 (quintet, 1H), 4.60 (s, 2H), 7.22 (d, 2H), 7.31 (d, 2H), 7.55 (d, 
20 2H), 7.73 (d. 2H), 8.54 (s, 1H), 8.56 (t, 1H). 

MS (APCI, pos): 588.3. 
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EXAMPLE 157 (general procedure (I)) 

4-ri-(4-tert-Butvlcvclohexvl)-3-^ 

vltethvllbenzamide 




ci 



5 



'H NMR (MeOH-d 4 ): 5 0.87 (s, 9H) f 1.01 (m, 1H), 1.25 (m, 2H), 1.46 (q, 2H), 1.83 (t, 4H), 
3.27 (t, 2H), 3.78 (t, 2H), 4.10 (m, 1H), 4.67 (s, 2H), 7.04 (t, 1H), 7.38 (d, 2H), 7.43 (t, 2H), 
7.75 (d, 2H), 8.44 (brd s, 1H). 

10 MS (APCI, pos): 480.2, 478.2, 477.2, 435.1, 433.2, 290.1, 156.2. 

EXAMPLE 158 (general procedure (I)) 

441-(frans-4-fert-Butvlcvclohexv^ 

S-vHbenzamide 



1 H NMR (MeOH-d 4 ): 5 0.86 (s, 9H), 1.01 (m, 1H), 1.22 (qt, 2H), 1.48 (qt, 2H), 1.85 (m, 4H), 
4.11 (m, 1H), 4.70 (s, 2H), 7.16 (d, 2H), 7.42 (d, 2H), 7.46 (d, 2H), 7.99 (d, 2H). 

20 MS (APCI, pos): 560.2, 561.2, 357.1, 358.2. 

The following examples 159 to 171 were all found to displace more than 50% of the glucagon 
tracer when screened at 1 ^iM concentration in the glucagon binding assay II. The com- 
pounds are all expected to be present in the library. 



15 




25 
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EXAMPLE 159 (general procedure (I)) 
4-f1-(4-fert-Butvlcvclohexyl)^ 



H 3 C^ H CH 3 



N-N O 

N \] 



Y 
o 



EXAMPLE 160 (general procedure (I)) 

4-H-(4-fert-BuMcvclohexvl)-3-(4-chlorophenY0^^^ 

6-vl)benzamide 



H,C, 



CXXl 



ra 



CI 



EXAMPLE 161 (general procedure (I)) 

441-(4-tert-Butvlcyclohexvl)-3-(4-trifluoro 

benzodioxin-6-vl)benzamide 




EXAMPLE 162 (general procedure (I)) 

441-(4-te^ButYlcvclohexvl)-3-(4-ch^^ 

benzamide 
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EXAMPLE 163 (general procedure (I)) 

4-f1-(4-tert-Bufylcyclohexvl)-3-(4-trifluoro^ 

nitrophenvDbenzamide 




EXAMPLE 164 (general procedure (I)) 

4-[1-(4-tert-Butvlcyclohexvl)-3-(4^ 

4-yl)benzamide 



H 3 C^^CH 3 




EXAMPLE 165 (general procedure (I)) 
4-f1-(4-ferNButvlcyclohexyl)-3-(4-trifl^^ 
dlpyrimidin-4-yl)benzamide 




OCF 3 
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EXAMPLE 166 (general procedure (I)) 

4-f1-(4-te/t-Butvlcvclohexvl)-3^ 

isoindol-5-vl)benzamide 




EXAMPLE 167 (general procedure (I)) 

4-ri-(4-fe/t-Butvlcvc1ohexyl)-3^ 

benzodioxin-6-vl)benzamide 




EXAMPLE 168 (general procedure (D) 

4-ri-(4-te/t-Butvlcvclohexyl)^ 

benzodioxin-6-vl)benzamide 



HX S 



(XX JL 



WO OO/69810 



PCT/DKOO/00264 



170 



EXAMPLE 169 (general procedure (I)) 

4-[H4-tert-Butvlcyclohexvl^ 

benzamide 



H,C. 



HO 



CI 



EXAMPLE 170 (general procedure (I)) 

441-(4-ferf-ButvlCYClohexYl)-3-(3.5<licM^^ 

pvrimidin-4-vl)benzamide 




10 



CI 



EXAMPLE 171 (general procedure (0) 

441-(4-tert-Butvlcvclohexvl)-3-(3,5-dichlorophenvl)ureidomethvn-A/-(1,3'dioxO'2 f 3"dihydro- 



1 H-isoindol-5-yi)benzamide 

CH 3 



CH, 



O 
HN 



O 




CI 



CI 



15 
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EXAMPLE 172 (general procedure (\)) 

4-ri-(4-te/t-ButvlcvclohexvlV3-(3.5^ichlorophenyl)ureidomethvn-/\/-(2Wetrazol-5-vn- 
benzamide 




ci 



1 H NMR (MeOH-d 4 ): 5 0.92 (s, 9H), 1.01 (m, 1H), 1.18 - 1.31 (m, 2H), 1.44-1.52 (m, 2H), 
1.80 - 1.87 (m, 4H), 4.12 (m, 1H), 4.72 (s, 2H), 7.05 (t, 1H), 7.46 (d, 2H), 7.49 (d, 2H). 8.02 
(d, 2H). 

MS (APCI, pos): 544.2, 357.2. 
EXAMPLE 173 (general procedure (I)) 

441-(4-teAf-Butvlcvclohexvn-3-(3.5-dichlorophenvl)ureidomethyll-A/^2H-tetrazol-5-vlnriethvlV 
benzamide 




1 H NMR (DMSO-cfe): 8 0.82 (s, 9H), 0.92 (d, 1H), 1.04 - 1.20 (m, 2H), 1.42 (qt, 2H), 1.70 (m. 
4H), 4.05 (qt, 1H), 4.61 (s, 2H), 4.73 (d, 2H), 7.12 (s, 1H). 7.34 (d, 2H), 7.62 (s, 2H), 7.83 (d, 
2H). 8.70 (s, 1H), 9.18 (t, 1H). 



MS (APCI, pos): 558.2, 560.2, 372.2, 343.2. 
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EXAMPLE 174 (general procedure (I)) 

4-f1-(frans^-terf-Butylcvdohex 

benzamide 



1 H NMR (DMSO-d 6 ): 5 0.82 (s, 9H), 1.01 (m, 1H), 1.10 (m, 2H), 1.42 (m, 2H), 1.74 (m, 4H) f 
4.40 (m, 1H), 4.63 (s, 2H), 7.13 (s, 1H), 7.39 (d, 2H), 7.63 (s, 2H), 8.01 (d, 2H), 8.73 (s ( 1H). 

MS (APCI, neg): 542.1,544.1. 

10 

EXAMPLE 175 (general procedure (0) 

4-ri-(frans-4-Cyclohexvlcyd^ 

benzamide 



frans-4-Cyclohexylcyclohexylamine was prepared according to H. Booth, G. C. Gidley, P. R. 
Thornburrow, J. Chem. Soc. B, 1971, 1047-50. 

The cis isomer may be prepared by reductive amination of cyclohexylcyclohexyl ketone with 
20 the appropriate amine followed by column chromatographic separation of the cisltrans iso- 




CH 3 
H 3 C-kcH 3 



CI 




15 



mers. 



1 H NMR (DMSO-cfe): 5 0.82 - 1.10 (m, 10H), 1.60 (m, 2H), 1.64 - 1.80 (m, 8H), 4.03 (quintet, 
1H), 4.64 (s, 2H), 7.22 (d, 2H), 7.41 (d, 2H), 7.54 (d, 2H), 8.03 (d, 2H), 8.56 (s, 1H) f 12.32 (s, 
25 1H), 15.90 (brds, 1H). 
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MS (APCI, pos): 586.1, 587.2, 383.2, 384.2. 



General procedure (J) for the solution phase synthesis of compounds of the general formula 



o 0 



RO^A' ' ^ z o H2N ' E RO^A' T ^Z^NH 



R Step A R 



Step B 



Lea'-X-D, 

D-N=C=0, D-N=C=S , 
D-OC(0)-N=C=0 or 
D-0-CH 2 -N=C=0 



ft w E 1)2NLiOH o 

Y X R0 A Z^N D 

R StepC X x 



(Ih) 



R' 



wherein 

10 R\ E and D are as defined for formula (I), 

X is -C(0)NH-, -C(0)NH-CH 2 -0-, -C(0)NH-C(0)0- or -C(S)NH-, 

-A-Y- is -(CH) 2 -NH-C(0)- or -(CH 2 )n-0-, wherein n is as defined for formula (I), and Z is as 
1 5 defined for formula (I), 

or 

-A-Y-Z- together is 
O 



20 




R is C^-alkyl and 

Lea' is a leaving group such as -OSu, chloro, phenoxy or 4-nitrophenoxy. 
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Step A: 

The appropriate aldehyde (0.01 1 mmol) in CH 2 CI 2 was dispensed into the wells of a deepwell 
plate containing the desired amines in CH 2 CI 2 . To this solution was added sodium triacetoxy- 
5 borohydride (1 .5 eq) followed by a catalytic amount of acetic acid. The reaction was left to 
proceed for 15 hours. 

Step B: 

To the resulting amines from step A was added the desired isocyanate or isothiocyanate or 
10 alternatively Lea'-X-D (0.01 1 mmol) in CH 2 CI 2 . When using Lea'-X-D a base such as triethyl- 
amine, diisopropylethylamine, dicyclohexylmethylamine or any tertiary amine or potassium 
carbonate was also added. The reactions were agitated for three hours and the solvents we- 
re removed under reduced pressure to give the desired ureas or thioureas. 

15 Step C: 

The residue obtained in step B was dissolved in DMF and aqueous 2 M lithium hydroxide (10 
eq.) was added into each reaction well. The samples were shaken overnight and filtered. 
Aqueous 1 N HCI was then added to give the desired carboxylic acids. 

20 General preparation of formylarylcarboxamides as starting materials: 

The formylarylcarboxamides were prepared from the coupling of the corresponding oxo- 
arylcarboxylic acid and the methyl or ethyl-3-aminopropionate hydrochloride according to the 
procedure described below. 

25 To a solution of the formylarylcarboxylic acid in a suitable solvent such as CH 2 CI 2f DMF, or 
THF was added diisopropylethylamine (3 eq) and HBTU (1.1 eq). The reaction was allowed 
to stir for 30 minutes before ethyl or methyl-3-aminopropionate hydrochloride (1.1 eq) was 
added. The solution was stirred at room temperature for 4 hours. The solvents were evapo- 
rated under reduced pressure. The residue was taken up in ethyl acetate and 1 N HCI. The 

30 organic layer was separated and washed with H 2 0 (2x), aqueous NaHC0 3 (3x), brine (2x), 
dried over MgS0 4 and concentrated to give the desired product. 
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Methyl 3-r(4-formvlbenzov0aminolpropionate: 

o p 




H I- A >Q 
H 



1 H NMR (DMSO-cfe): 5 2.62 (t, 2H), 3.52 (q, 2H), 3.60 (s, 3 H), 8.00 (m, 4 H), 8.98 (t, 1 H), 
5 10.06 (s, 1H). 

MS (APCI, neg.): 234.0, 147.9 



Ethyl 3-f(5-formvl-2-furoyl)aminopropionate: 
o o 




10 



o 

H 



1 H NMR (DMSO-cfe): 8 1.67 (t, 3H), 2.57 (t, 2H), 3.48 (q, 2H), 4.08 (q, 2H), 7.29 (d, 1H), 7.59 
(d, 1H), 8.83 (brd t, 1H), 9.69 (s, 1H). 

15 MS (APCI, pos.): 240.1, 194.1, 152.0. 

Ethyl 4-(4-formvlphenoxv)butyrate: 

H 

20 This compound was prepared according to D. R. Buckle, A. E. Fenwick, D. J. Outred, C. J. 
M. Rockwell, J. Chem. Res. Miniprint 12 (1987) 3144-3177. 

Ethyl 3-[5-formvl-1 ,3-dioxo-1 ,3<lihydro-2H-isoindol-2-vllpropionate: 
o o 

H 

25 
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Step 1: Ethyl 3-r5-methvl-1,3Hjioxo-1,3-dihvdro-2H-isoindol-2-vllpropionate 
A solution of 4-methylphthalic anhydride (21.3 g, 0.13 mol), ethyl 3-aminopropionate hydro- 
chloride (20.2 g f 0.13 mol), and triethylamine (19 mL) in NMP was stirred at ambient tem- 
perature for 3 days, and heated to 130°C for 3 hours. The mixture was diluted with water 
5 (300 mL), and extracted with ethyl acetate (3 x 100 mL). The combined organic extracts were 
washed with 1N hydrochloric acid (2 x 50 mL), sodium bicarbonate solution (2 x 50 mL), 
dried (MgS0 4 ), and concentrated to give 27.3 g yellow oil. 

1 H NMR (CDCI3): 5 1.21 (t, 3H), 2.50 (s, 3H), 2.70 (t, 2H), 3.97 (t, 2H). 4.17 (q, 2H), 7.51 (d, 
10 1H), 7.64 (s,1H), 7.71 (d, 1H). 

MS (APCI, pos.): 262, 216. 

Step 2: Ethyl 3-f5-bromomethvM,3-dioxo-1.3-dihydro-2HHSoindol-2-vnpropionate 
15 The material from step 1 (27.3 g, 0.10 mol) was dissolved in carbon tetrachloride (50 mL), 
and A/-bromosuccinimide (19.5 g, 0.1 1 mol) and AIBN (200 mg) was added. The mixture was 
refluxed for 5 hours, filtered by suction, and the filtrate was concentrated to give 35.4 g yel- 
low oil. 

20 1 H NMR (CDCI3): 8 1.23 (t, 3H), 2.50 (s, 3H), 2.72 (t, 2H), 4.00 (t, 2H), 4.13 (q, 2H), 4.55 (s, 
2H), 7.71 (d, 1H), 7.82 (d, 1H), 7.87 (s, 1H). 

MS (APCI, pos.): 340, 342. 

25 Step 3: Ethyl 3-r5-formvl-1,3-dioxo-1 t 3-dihydro-2H-isoindol-2-vnpropionate 

The crude material from step 2 was dissolved in DMSO (70 mL). Powdered K 2 HP0 4 (18 g, 
0.10 mol) and KH 2 P0 4 (7 g, 0.05 mol) were added. The mixture was stirred at 80°C for 5 
hours, diluted with water (500 mL), and extracted with ethyl acetate (3 x 100 mL). The com- 
bined organic extracts were dried (MgS0 4 ), and concentrated. After column chromatography 

30 (hexane, ethyl acetate 3:1 ) 4.8 g of the title compound was obtained. 

1 H NMR (CDCI3): 8 1.23 (t, 3H), 2.75 (t, 2H), 4.04 (t, 2H), 4.13 (q, 2H), 8.03 (d, 1H), 8.26 (d, 
1H), 8.35 (s, 1H), 10.17 (s, 1 H). 

35 MS (APCI, neg.): 275. 
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177 

The following examples were prepared according to the general procedure (J). 

EXAMPLE 176 (general procedure (J)) 
5 3-(4-f3-(3.5-Dichlorophenvl)-1-(3,3.5-trimethvlcvclohexvl)ureidomethyllbenzovlamino)- 
propionic acid 




ci 



1 H NMR (DMSO-de): 6 1.14-1.29 (m, 5H), 1.33 - 1.37 (m. 1 H), 1.98 (brd, 1H). 2.49 (t, 2H), 
10 3.44 (q, 2H), 4.50 (m, 1H), 4.65 (d, 2H), 7.11 (t, 1H), 7.29 (d, 2H), 7.57 (s, 2H), 7.78 (d, 2H), 
8.85 (t, 1H), 8.62 (s, 1H), 12.21 (s, 1H). 

MS (APCI, pos.): 536.2, 535.2, 534.2. 

15 EXAMPLE 177 (general procedure (J)) 

3-(4-r3-(3.5-Dichlorophenvl)-1-(3.5-dimethvlcvclohexvl)ureidomethyllbenzovlamino)propionic 



acid 




20 'H NMR (DMSO-d 6 ): 8 0.62 (q, 1H), 0.83 (d, 6H), 1.15 (m, 2H), 1.63 - 1.80 (m, 5H), 2.50 (t, 
2H), 3.37 (m, 2H), 4.45 (s, 1H), 4.78 (s, 2H), 7.11 (s, 1H), 7.26 (d. 2H), 7.59 (s, 2H), 7.77 (d, 
2H), 8.47 (t, 1H), 8.72 (s, 1H). 12.15 (brd, 1 H). 



MS (APCI, pos.): 520.2 

25 
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EXAMPLE 178 (general procedure (J)) 
amino)propionic acid 




5 

1 H NMR (DMSO-de): 8 1.62 (m, 4 H), 2.03 (m, 4 H), 3.24 (m, 4 H), 3.40 (m, 2 H), 4.13 (m,1 
H), 4.57 (s, 2 H), 7.23 (d, 2 H), 7.32 (d, 2 H), 7.54 (d, 2 H), 7.76 (d, 2 H), 8.46 (t, 1 H), 8.57 
(s,1H), 12.20 (brd,1H). 

10 MS (APCI, pos.): 598.2. 

EXAMPLE 179 (general procedure (J)) 

3-(441-(4-Cvclohexvlphenvl)-3-(4-trifluoromethoxyphenvl)ureidomethvl1benzovlamino)- 
propionic acid 




1 H NMR (MeOH-d 4 ): 5 1.28-1.48 (m f 5H), 1.75-1.87 (m, 5H), 2.54 (m, 1H), 2.66 (t, 2H), 
3.62 (t, 2H), 4.98 (s, 2H), 7.10 - 7.16 (m, 4H), 7.26 (d, 2H), 7.39 (d, 2H), 7.43 (d f 2H), 7.75 
(d, 2H). 

20 

MS (APCI, pos): 584.2, 585.2, 586.2. 

The following examples 180 to 229 were all found to displace more than 50% of the glucagon 
tracer when screened at 1 ^iM concentration in the glucagon binding assay II. The com- 
25 pounds are all expected to be present in the library. 
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EXAMPLE 180 (general procedure (J)) 

3-(4-ri-r2-(3-Chlorophenvl)ethvl1-3-(4-trifluoromethoxyphenvl)ureidometh 
propionic acid 




EXAMPLE 181 (general procedure (J)) 
3-(4^1 -r2-(3-Chlorophenyl)ethy^ 
aminojpropionic acid 




EXAMPLE 182 (general procedure (J)) 

3-{4-ri-(2-Merc^ptobenzothiazol-6-vl)>3-(4-trifluoromethoxyphenvl)ureidomethvnbenzovl" 
amino)propionic acid 

SH 
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EXAMPLE 183 (general procedure (J)) 
344-f3-(4-Chloro-3-trifluorom 
benzovlaminolpropionic acid 




EXAMPLE 184 (general procedure (J)) 

4-(3-(Benzof1,3ldioxo-5'Vl)-3-r4-(2-carboxyethvlcarbamovl)benzyl1ureido)benzoic acid 




OH 



EXAMPLE 185 (general procedure (J)) 
3-(4-f3-(4-Chloro-3-trifluorome^ 
aminolpropionic acid 
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EXAMPLE 186 (general procedure (J)) 
3 -14-H -(4-Cvclohexvlphenyl)-3^ 
acid 




CH 3 



EXAMPLE 187 (general procedure (J)) 

3-(4-[1-(2-Phenvlcvdopropvl)-3-(4-trifluoromethoxvphenvl)ureidomethyllbenzovlaminoV 
propionic acid 




EXAMPLE 188 (general procedure (J)) 
3-(4-r3-(4-Chloro-3-trifluoromethvlp^ 
aminolpropionic acid 
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EXAMPLE 189 (general procedure (J)) 
34443-(4-Chloro-3-trifluoromethvlphenylH^ 
methvllbenzoylaminolpropionic acid 




EXAMPLE 190 (general procedure (J)) 
3-(4-H-(4-Bromobenzyl)-3-(4-ch^ 
propionic acid 




EXAMPLE 191 (general procedure (J)) 
344-r3-(4-Chloro-3-trifluorome^ 
dioxin-6-vl)ureidomethvnbenzoylamino)propionic acid 




EXAMPLE 192 (general procedure (J)) 
3-(4-{3-(4-Chloro-34rifluoromethylph^ 
methyl)benzoylamino)propionic acid 



o 
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EXAMPLE 193 (general procedure (J)) 
3-(4-{3-(4-Chloro-3-trifluoromethylphenylH-f3-^^^ 
benzoylamino)propionic acid 




EXAMPLE 194 (general procedure (J)) 

3-(4-M -( 1 -Acetyl-2,3-dihydro-1 H-indol-5-yl V3-(4-chloro-3-trifluoromethvlphenvl)ureidomethvn- 
benzovlaminolpropionic acid 




EXAMPLE 195 (general procedure (J)) 
3-(443-(4-Chloro-3-trifluoromethvlphenylM^ 
methyllbenzoylaminotoropionic acid 



ci ci 
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EXAMPLE 196 (general procedure (J)) 

4-{3-(4-ferf-Butylcyclohexvl)-3-r4-(2-carboxvethvlc^rbamovl)benzvnureido)benzoic acid 




OH 



EXAMPLE 197 (general procedure (J)) 
3-1441 -(4-tert-Bufylcvclohexyl)-3^^ 
acid 




ch 3 



EXAMPLE 198 (general procedure (J)) 
4-{4-f1-(4-fert-ButylCYClohexYl)-3-(^ 
butyric acid 
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EXAMPLE 199 (general procedure (J)) 
3-(4-[1-(4-terf-ButvlcvclohexY0^ 
amino)propionic acid 



O 

lj 1 1 i i n 

,SCF, 



TO* 



EXAMPLE 200 (general procedure (J)) 

3-{4-H-(4-te^Butvlcvclohexyl)-3-^ acid 

CH 3 
H,C-4-CH, 

o o 

H ° A ^« II I J. ,1 




EXAMPLE 201 (general procedure (J)) 
3-(441-r2-(3-Chlorophenvl)ethy^^ 
aminojpropionic acid 



o o 

1 A ,N^N^^^SCF, 
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EXAMPLE 202 (general procedure (J)) 

3-{4-f1-(4-Cvclohexvlphenvl)-3-(3-trifluoromethvlsu[fanvlphenyl)ureidomethvl1ben 
propionic acid 




EXAMPLE 203 (general procedure (J)) 
3-(4-ri-(4-Cyclohexylphenvl)-3-^ 
propionic acid 




EXAMPLE 204 (general procedure (J)) 
3-{4-H-(6,6-DimethvlbiCYcW 
methvllbenzoylaminolpropiontc acid 




F 
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EXAMPLE 205 (general procedure (J)) 
3-(443-(Naphthaten-2-yloxvme^ 
ureidomethyllbenzoylaminolpropionic acid 




EXAMPLE 206 (general procedure (J)) 
3-(441-(1-AceWI-2,3-dihydro-1W^ 
benzovlaminolpropionic acid 



o 




EXAMPLE 207 (general procedure (J)) 
3-(44H2-(/V-te/f-Butoxycarbonyl-/V-methyte^ 
ureidomethvl1benzoylamino)propionic acid 




WO OO/69810 



188 



PCT/DK00/00264 



EXAMPLE 208 (general procedure (J)) 

3-(4-M-(4-terNBuWlcvclohexvO^ 

acid 




EXAMPLE 209 (general procedure (J)) 

3-(4-f 1 -(4-fe/t-Butvlcvclohexvl)-3-(2-methvl-1 .3-dioxo-2,3-dihvdro-1 H-isoindol-5-vD- 
ureidomethvnbenzovlaminolpropionic acid 




EXAMPLE 210 (general procedure (J)) 

3'((541-(4-cvclohexvlphenvl)"3-(3-trifluoromethylsulfanvlphenvl)ureidomethvl1furan-2- 
carbonyl)amino)propionic acid 
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EXAMPLE 21 1 (general procedure (J)) 
3-((541-(4-tert-ButylcyclohexvQ^ 
carbonyl)amino)propionic acid 




EXAMPLE 212 (general procedure (J)) 
3-((5-r3-(4-Chloro-34rifluorometM 
carbonvl)amino)propionic acid 




EXAMPLE 213 (general procedure (J)) 
3-({5-f1-(4-tert-ButvlcYclohexyl)-3-(^ 
carbonyl)amino)propionic acid 
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EXAMPLE 214 (general procedure (J)) 
4-(4-n-(6,6-Dimethylbic^ 
methyllphenoxvlbutyric acid 




ocf 3 



EXAMPLE 21 5 (general procedure (J)) 
4-(443-(4-Chloro-3-trifluorome^ 
ureidomethyllphenoxvlbutyric acid 




EXAMPLE 216 (general procedure (J)) 

4-(4>[1-(4-Cvclohexvlphenyl)-3-(4-trifluoromethoxvphenvl)ureidomethvllphenoxy)butyric acid 
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EXAMPLE 217 (general procedure (J)) 
4-(4-r3-(4-Chloro-34rifluoromethylpheny^ 
butyric acid 




5 

EXAMPLE 218 (general procedure (J)) 

4-f3-[4-(3-Carboxvpropoxv)benzvl1-3-(4-cvclohexvlphenyl)ureido1benzoic acid 




OH 



10 EXAMPLE 219 (general procedure (J)) 

4-(4-f1 -(4-Cvdohexvlphenvl)-3-(3,5"dimethvlphenyl)ureidomethyl1phenoxv)butvric acid 




CH 3 
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EXAMPLE 220 (general procedure (J)) 

543-f4'(3-Carboxvpropoxv)benzvll-3-(4-cvclohexvlphenyl)ureido1isophthalic acid 




EXAMPLE 221 (general procedure (J)) 
4-(443-(4-Chloro-3-trifluoromethylp^ 
methyllphenoxvlbutyric acid 



P H 3 

o 




EXAMPLE 222 (general procedure (J)) 

4'(4~ri-(2'Phenvlcyclopropvn-3-(44rifluoromethoxyphenvl)ureidomethvllphenoxy)butyric acid 




EXAMPLE 223 (general procedure (J)) 

4-(443-(4-Chloro-34rifluoromethylphenyl)-1-(2-phenylcyclopropyl)ureidomethyllphenox 
butyric acid 
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EXAMPLE 224 (general procedure (J)) 

4-(4-[1-(4-fert-Butylcvclohew^^ 

acid 




EXAMPLE 225 (general procedure (J)) 
4-(4-H-(4-te/f-BuWlcvclohexvO-3-(4-chlo^ 
butyric acid 




EXAMPLE 226 (general procedure (J)) 

4-(3'(4-terf-Butylcyclohexvl)-3"f4-(3-carboxypropoxy)benzyl1ureido)benzoic aci d 




OH 
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EXAMPLE 227 (general procedure (J)) 

4-(441-(4-tert-Butylcyclohexvl)-3-(3 t 5-d^ acid 



CH 3 
H.C-I-CH- 



O 

o " 




ChL 



EXAMPLE 228 (general procedure (J)) 
3-(5-ri-(2-Mercaptobenzothiazol-6-yl)-3-(4-tri^^ 
1 ,3-dihydrchisoindol-2-vl)propionic acid 

SH 

° ° irV s 



EXAMPLE 229 (general procedure (J)) 

3-(5-f3-(4-Chloro-3-trifluoromethvlphenvl)-1-(2-mercaptobenzothiazol-6-vl)ureidomethvl11.3- 
dioxo-1 ,3-dihvdro-isoindol-2-yl>propionic acid 



SH 




EXAMPLE 230 (General procedure (J)) 

3-(4-f1-(4-terf-Butylcvclohexvl)-3-(4-chlorophenvl)ureidomethvl1benzovlamino)propionic acid 



HO 




n yVi 
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1 H NMR (DMSO-c/ 6 ): 8 0.80 (s, 9H). 0.94 (m, 1H), 1.11 (qt, 2H), 1.39 (qt, 2H), 1.69 (m, 4H), 
2.45 (t, 2H), 3.44 (qt, 2H), 4.05 (m, 1H), 4.59 (s, 2H), 7.27 (d, 2H), 7.31 (d, 2H), 7.48 (d, 2H), 
7.45 (d, 2H). 8.44 (t, 1H), 8.47 (s. 1H), 12.30 (brd s, 1H). 

5 MS (APCI, pos): 516.2, 514.2, 361.2, 362.2, 289.2. 

EXAMPLE 231 (general procedure (J)) 

3-(441-(2-Phenvlcvclopropyl)-3-(44rifluoromethoxyphenyl)ureidomethvnbenzovlamino)- 
propionic acid 



1 H NMR (DMSO-cfe): 8 1.36-1.50 (m, 2H), 2.36 (m, 1H), 2.45 (t, 2H), 2.79 (quintet, 1H). 3.43 
(qt, 2H), 4.54 (d, 1H), 4.75 (d, 1H), 7.06 (d, 2H), 7.16 (t, 1H), 7.23-7.30 (m, 6H). 7.58 (d, 
2H). 7.74 (d, 2H), 8.46 (s, 1H), 8.48 (t, 1H), 12.20 (brd s, 1H). 

15 

MS (APCI, pos): 542.2, 543.2, 544.2, 339.1. 
EXAMPLE 232 (general procedure (J)) 

3-(4-ri-(4-Cvclohexvlphenvl)-3-(3.5-dichlorophenvl)ureidomethvnbenzoylamino|propionic 
20 acid 



1 H NMR (DMSO-de): 8 1.10- 1.42 (m, 5H), 1.60 - 1.80 (m, 5H). 2.45 (t, 2H), 3.43 (qt, 2H), 
4.92 (s, 2H), 7.12 - 7.20 (M, 5H), 7.30 (d, 2H), 7.58 (s, 2H), 7.74 (d, 2H), 8.46 (t, 1H), 8.55 
25 (s, 1H). 



10 





ci 
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MS (APCI, pos): 568.2, 569.2, 570.2, 571.2. 
Alternative method for the preparation of the compound: 

To a solution of 4-formylbenzoic acid (27.4 g, 0.18 mol) in DMF (300 mL) was added A/-ethyl- 
5 W-3-dimethylaminopropylcarbodiimide (34.5 g, 0.18 mol) and A/-hydroxybenzotriazole (29.9 
g, 0.22 mol). The resulting mixture was stirred at room temperature for 1 hour, then (3-alanine 
ethyl ester hydrochloride (65.4 g, 0.42 mol) and diisopropylethylamine (76 mL, 0.44 mol) was 
added. After 16 hours stirring at ambient temperature the reaction mixture was partitioned 
between water (600 mL) and ethyl acetate (600 mL). The organic phase was washed suc- 
10 cessively with hydrochloric acid (1N, 300 mL), saturated aqueous ammonium chloride (300 
mL), water (2 x 300 mL) and brine (300 mL). The solvent was removed by rotary evaporation 
to leave an oil, which crystallised upon standing to afford 29.0 g (65%) of 3-(4- 
formylbenzoylamino)propionic acid ethyl ester. 

15 1 H NMR (DMSO-cf 8 ): 5 1.18 (t, 3H); 2.62 (t, 2H); 3.54 (q, 2H); 4.09 (q, 2H); 8.00 (s, 4H); 8.78 
(t, 1H); 10.08 (s, 1H). 

To a well stirred solution of 3-(4-formylbenzoylamino)propionic acid ethyl ester (13.8 g, 55.3 
mmol) in ethanol (150 mL) was added a solution of 4-cyclohexylaniline (9.70 g, 55.3 mmol) in 

20 ethanol (75 mL). The mixture was heated to reflux for 30 minutes, and then acetic acid (50 
mL) and sodium cyanoborohydride (3.50 g, 55.5 mmol) were added. After 10 minutes of ad- 
ditional heating, the mixture was cooled on an ice-bath. The solid precipitate was collected 
by filtration, washed several times with cold water and dried in a vacuum oven overnight to 
afford 18.16 g (80%) of 3-{4-[(4-cyclohexylphenylamino)methyl]benzoylamino}propionic acid 

25 ethyl ester. 

1 H NMR (CDCI 3 ): 5 1.28 (t, 3H); 1.35 (m, 5H); 1.78 (m, 5H); 2.38 (m, 1H); 2.64 (t, 2H); 3.74 
(q, 2H); 4.18 (q, 2H); 4.36 (s, 2H); 6.53 (d, 2H); 6.81 (bt, 1H); 7.00 (d, 2H); 7.43 (d, 2H); 7.72 
(d, 2H). 

30 

3-{4-f(4-Cyclohexylphenylamino)methy)]benzoylamino}propionjc acid ethyl ester (1 5.0 g, 0.37 
mol) was dissolved in dichloromethane (250 mL), and 3,5-dichlorophenylisocyanate (6.9 g, 
0.37 mol) was added. The mixture was stirred overnight at room temperature. The solvent 
was removed by rotary evaporation, and the crystalline residue was re-dissolved in ethanol 
35 (400 mL). Sodium hydroxide (100 mL, 4N) was added, and the reaction mixture was left at 
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room temperature for 30 min. Water (600 mL) was added and the mixture was cooled on an 
ice bath. The clear solution was then acidified with hydrochloric acid (100 mL f 4N), and the 
resulting precipitate subsequently collected by filtration. Recrystaltisation from acetonitrile / 
water afforded 1 5.5 g of the title compound as a white powder. 

5 

1 H NMR (DMSO-cfe): 5 1.36 (m, 5H); 1.78 (m f 6H); 2.50 (t, 2H); 3.44 (q, 2H); 4.92 (s, 2H); 
7.12 (d, 1H); 7.16 (d, 2H); 7.21 (d, 2H); 7.32 (d, 2H); 7.60 (d, 2H); 7.75 (d, 2H); 8.45 (t, 1H); 
8.53 (s, 1H); 12.20 (bs, 1H). 

10 EXAMPLE 233 (general procedure (J)) 

3-(4-ri-(4-Cyclohexylphenvl)-3-(4-trifluoromethvlsulfanvlphenvl)-ureidomethvl1benzovlamino)- 
propionic acid 




15 1 H NMR (DMSO-cfe): 6 1.10 - 1.35 (m, 5H), 1.50 - 1.75 (m, 5H), 2.40 (m, 1H), 2.47 (t, 2H), 
3.45 (t, 2H), 4.81 (s, 2H), 6.98 (d, 2H), 7.10 (d, 2H), 7.21 (d, 2H), 7.33 (d, 2H), 7.36 (d, 2H), 
7.57 (d, 2H). 

MS (APCI, pos): 600.2, 601.2, 602.2. 

20 

EXAMPLE 234 (general procedure (J)) 
3-f4-ri-(r(1S.2R.5R)-6,6-Pime^ 
phenvDureidomethvllbenzovlaminolpropionic acid 




25 
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1 H NMR (MeOH-oy: 8 0.90 (d, 1H),1.05 <s, 3H), 1.15 (S. 3H). 1.49 (m, 1H), 1.80-1.95 (m, 
5H), 2.36 - 2.47 (m, 2H), 2.62 (t, 2H), 3.40 (d, 2H), 3.61 (t, 2H), 4.70 (qt. 2H), 7.16 (d, 2H), 
7.35 (d, 2H), 7.41 (d, 2H), 7.78 (d, 2H). 

5 MS (APCI, pos): 562.2. 563.1 . 

EXAMPLE 235 (general procedure (J)) 

3-(4-f1-(frans^-fert-Butvlcyclohexvl)-3-(4-(trifluoromethoxvsulfanvlphenyl)ureidomethvl1- 
benzovlamino)propionic acid 



1 H NMR (CDCI 3 ): 8 0.80 (s, 9H), 0.90 (d, 1H), 1.20 (qt, 2H), 1.40 (qt, 2H). 1.90 (t, 4H), 2.75 (t. 
2H), 3.70 (qt, 2H), 4.10 (brd t, 1H), 4.50 (s, 2H), 6.50 (s, 1H), 6.90 (t, 1H), 7.20 (d, 2H), 7.40 
(d, 2H), 7.50 (d, 2H), 7.70 (d, 2H). 

15 

MS (APCI, pos): 580.2,581.2. 
EXAMPLE 236 (general procedure (J» 

3-(4-ri-(4-fert-BuWlcvclohexvl)-3-(4-chloro-3-trifluoromethvlphenvl)ureidorriethvllbenzovl- 
20 aminotoropionic acid 



1 H NMR (DMSO-d 6 ): 8 0.78 (s, 9H), 1.10 (m. 1H), 1.33 (m, 2H), 1.50 (m, 4H), 1.75 (m, 2H), 
2.40 (t, 2H), 3.43 (qt, 2H), 4.24 (quintet, 1H). 4.69 (s, 2H), 7.27 (d. 2H), 7.53 (d, 1H), 7.74 - 
25 7.79 (m, 3H), 8.03 (s, 1 H), 8.45 (t. 1 H), 8.85 (s, 1 H); 1 2.00 (brd s, 1 H). 



10 





MS (APCI, pos): 582.2, 361.2. 
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General procedure (K) for the solution phase synthesis of compounds of the general formula 

m 

E-NH 2 

NaCNBHj q O 



OMU Stepl v Step 2 T Tch 



^" ■""XX!. "'^Xi 



O CH 3 3 

<IV) 

Step 3 \ aq. NaOH 



Steps ft 8^ Step 4 Y Ych 3 3 

(R 2 = C t . fl -alkyl) (R^C^-alkyl) U CH 3 



Step 6 D-N=C=0 
v Lea'-X-D 



tA.^-X- D S.0P7 .. U,N. X .D 

(") (R 2 = C^-alkyl) <H) (Rj = H ) 



5 



wherein R is C^-alkyl, 

V, X, D, and E are as defined in general formula (I), and 

10 Lea' is a leaving group such as -OSu, chloro, phenoxy, or 4-nitrophenoxy. 

In case the intermediate of the formula (IV) is a mixture of isomers, separation of these can 
either be performed by column chromatography of the intermediate of the formula (IV) or 
crystallisation of the intermediate imine. 

15 
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Step 1: frans-4-[(4-fe/t-Butylcvclohexvtamino)methyl1benzoic acid methyl ester 



MeOOC 



CHO 




cisArans (17:83) 



MeOOC 



pure trans 78% yietd 



MeOH 




-H CH, 3 



3.54 ppm 



(CDCI3) 



3.17 ppm ( CDC, 3 ) 



MeOOC 




22 % cis with traces of the 
trans isomer 



5 4-Formylbenzoic acid methyl ester (10.6 g, 64.4 mmol) was dissolved in methanol (200 mL). 
A 17:83 cis/trans mixture of 4-fert-butylcyclohexylamine (10.0 g, 64.4 mmol, Aldrich) was 
added, leading to immediate precipitation of white crystals. The mixture was heated to reflux 
for 30 min to complete imine formation, then cooled to 0°C on an ice bath. The crystalline 
pure frans-4-[(4-fe/t-butylcyclohexylimino)methyl]benzoic acid methyl ester was then col- 
10 lected by filtration, and dried overnight in vacuo . Yield: 15.3 g (78%). 

1 H NMR (CDCI3), 300 MHz: 5 8.37 ppm. (s, 1H); 8.06 (d, 2H); 7.77 (d, 2H); 3.92 (s, 3H); 3.17 
(m, 1 H); 1 .83 (m, 4H); 1 .60 (m, 2H), 1 .09 (m, 3H); 0.87 (s, 9H). 

1 5 Micro Analysis: Calculated for CigH 27 N02 
C: 75.71%, H: 9.03%, N: 4.65%. Found: 
C: 75.60%, H: 9.37%, N: 4.68%. 

The mother liquid was taken to dryness to leave 4.2 g (22%) white solid, which according to 
20 NMR consisted mainly of the imino cis isomer. 

1 H NMR (CDCI3), 300 MHz: 5 8.36 ppm. (s, 1H); 8.07 (d, 2H); 7.81 (d, 2H); 3.92 (s, 3H); 3.54 
(m, 1H); 1.55 - 1.92 (m, 8H); 1.14 (m, 1H); 0.90 (s, 9H). 
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CH HOAc/MeOH CH a 



frans-4-[(4-terf-Butylcyclohexylimino)methyl]benzoi^ acid methyl ester (21.0 g, 69.2 mmol) 
was suspended in methanol (300 mL), and acetic acid (50 mL) was added. To the resulting 
5 clear solution was added sodium cyanoborohydride (3.5 g, 55.5 mmol), and the mixture was 
stirred at ambient temperature for 30 min. The reaction volume was then reduced to one third 
by rotary evaporation, and ethyl acetate (500 mL) was added. The organic phase was 
washed with sodium carbonate solution (5%, 500 mL), and dried with Na 2 S0 4 . The solvent 
was removed by rotary evaporation to leave the title material as a white crystalline solid suffi- 
10 ciently pure for further reactions. Yield: 21 .1 g (100%). 

1 H NMR (CDCI 3 ), 300 MHz: 8 7.98 ppm. (d, 2H); 7.38 (d f 2H); 3.90 (s, 3H); 3.86 (s, 2H); 2.39 
(m, 1H); 2.01 (m, 2H); 1.77 (m, 2H);1.51 (bs, 1H); 0.93-1.18 (m, 5H); 0.82 (s, 9H). 

15 HPLC-MS (Method B: R t = 4.87 m/z = 304 (M +1). 

Alternatively, step 1 can be performed in the same way as step A of the general procedure 
(F). 

20 Step 2: frans-4'(rA/-(tert-Butoxvcarbonvl)-A/-(4-terf-butylcvclohexvl)amino1methvl}benzoic acid 
methyl ester 

frans-4-[(4~fert-Butylcyclohexylamino)methyl]benzoic acid methyl ester (20.0 g, 65.9 mmol) 
was dissolved in THF (300 mL). Di-tert-butylpyrocarbonate (16.0 g, 73.4 mmol) and diisopro- 
pylethylamine (12.0 g, 92.9 mmol) was added and the clear solution stirred overnight at am- 
25 bient temperature. Solvent was removed by rotary evaporation. 

Step 3: frans-4-(fN-(teff-Butoxvcarbonvl^ acid 
The crystalline residue from step 2 was re-dissolved in ethanol (200 mL) and aqueous so- 
dium hydroxide solution (100 mL t 4N) was added whereafter the mixture was heated to 70°C 
30 for 4 hours. After cooling, the reaction volume was reduced to one third by rotary evapora- 
tion, and water (300 mL) was added. The mixture was extracted with diethyl ether (2 x 200 
mL) to remove traces of non-hydrolysed material. The aqueous phase was then acidified to 
pH 3.0 by addition of aqueous 4N HCI, whereupon the title material separated out of solution 
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as compact crystals. The crystals were washed once with water and dried overnight in a 
vacuum oven (40°C). Yield: 24.3 g (93%). 

1 H NMR (CDCI 3 ), 300 MHz: 8 8.04 ppm. (d, 2H); 7.31 (d, 2H); 4.39 (bs, 2H); 4.05 (bs, 1H); 
5 1.78 (bd, 4H); 0.95-1.65 (m, 14 H); 0.83 (s, 9H). The signals were broad due to the presence 
of cis/trans carbamate isomers. 

Micro analysis Calculated for C23H35NO4: 
C, 70.92%; H, 9.06%; N, 3.60%. Found: 
10 C, 70.67%; H, 9.36%; N: 3.57%. 

Step 4: Methyl (r9ns-4-(f/V-(fert-butoxvcarbonvl)-A/-(4-ter(-buvlcvclohexvl)amino1methvl)- 
benzovlaminopropanoate 

Trans-4-{[W-(tert-butoxycarbonyO acid (22.0 

15 g, 56.5 mmol) and 1-hydroxybenzotriazole (8.6 g, 57.0 mmol, containing 12% w/w water) 
was dissolved in DMF (300 mL). A/-Dimethylaminopropyl-A/'-ethylcarbodiimide hydrochloride 
(10.9 g, 56.8 mmol), (3-alanine methyl ester (8.4 g, 60 mmol) and diisopropylethylamine (25 
mL, 142 mmol) were added and the clear solution stirred at 20°C for 16 hours. Solvent was 
removed by rotary evaporation and the residual oil re-dissolved in ethyl acetate (500 mL). 
20 The organic phase was washed with 5% aqueous sodium hydrogen carbonate solution (2 x 
500 mL), 0.5 M citric acid (2 x 250 mL) and brine before being dried with anhydrous Na 2 S0 4 . 
Solvent was removed and the residual oil evaporated twice from acetonitrile. The oil was 
used without further purification. Yield: 24.0 g (89%). 

25 1 H NMR (CDCI3), 300 MHz: 5 7.69 (d, 2H); 7.28 (d, 2H); 6.81 (t, 1H); 4.38 (bs, 2H); 3.23 (s, 
3H); 3.21 (t, 2H); 2.66 (t, 2H); 1.75 (bd, 4H); 0.95-1.65 (m, 14 H); 0.80 (s, 9H). 

Step 5: Methyl frans-4-(A/-(4-terf-buvlcvclohexvl)aminomethvl)benzoylaminopropanoate tri- 
fluoroacetate 

30 Methyl frans-4-{[/V-(ferf-butoxyrarbonyl)-W^ 

aminopropanoate (19.5 g, 41.1 mmol) was dissolved in a mixture of TFA (200 mL) and di- 
chloromethane (200 mL), while cooling on an ice bath. The ice bath was removed and the 
mixture allowed to stir at room temperature for 30 min. Solvent was removed by rotary 
evaporation, and the crystalline residue recrystallized from ethyl acetate/heptane. Yield: 14.8 

35 g (74%). 
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1 H NMR (CDCI 3 ), 300 MHz: 8 9.98 (trace of TFA); 8.06 (bs, 2H); 7.73 (d, 2H); 7.41 (d, 2H); 
7.34 (t, 1H); 4.21 (t, 2H); 3.75 (s, 3H); 3.74 (t, 2H); 3.04 (m, 1H); 2.70 (t, 2H); 2.17 (bd, 2H); 
1.95 (bd, 2H); 1.50 (m, 2H); 0.92-1.15 (m, 3H); 0.85 (s, 9H). 

5 

Micro analysis. Calculated for C22H34N2O3.C2HF3O2: 
C, 59.00%; H, 7.22%; N, 5.73%. Found: 
C, 58.95%; H, 7.37%; N: 5.70%. 

10 General procedure for forming isocvanates from (substituted) anilines and diphosqene to be 
used in step 6: 

To a solution of the amine in anhydrous toluene was added 1N HCI in diethyl ether (5 eq). A 
precipitate formed. The toluene was evaporated. To the solid was added more anhydrous 
toluene and the toluene was evaporated again to remove excess HCI. This procedure was 

15 repeated 2-3 times. To a mixture of the solid in toluene (about 10 g in 300 mL) was added 
diphosgene (trichloromethyl chloroformate) (10 eq or more) or phosgene. The mixture was 
refluxed under nitrogen overnight. A clear solution was obtained. If more solid was present, 
more diphosgene was added and reflux continued. When a clear solution was obtained, the 
reaction was concentrated in vacuo at 60-90°C to remove the toluene and excess diphos- 

20 gene until the theoretical weight was obtained. To the crude isocyanate was added more an- * 
hydrous toluene and concentrated again to remove excess HCI. The crude isocyanate was 
used without further purification. 



This method gives the isocyanates in pure form, which may be used in step 6. 

25 

EXAMPLE 237 (general procedure (K)) 
3-(4-r3-(3.5-Bis-trifluoromethylpheny^^ 
amino)propionic acid 




Trans 
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Step 6, using a phenyl carbamate or nitrophenyl carbamate 

3,5-Bis-(trifluoromethyl)aniline (2.0 g, 87 mmol) was dissolved in dichloromethane (80 mL) 
and N,/V-diisopropylethylamine (1.6 mL, 9.6 mmol) was added followed by slow addition of 
phenyl chloroformate (1.1 mL, 8.7 mmol). The resulting mixture was stirred at room tempera- 
5 ture for 16 hours. The mixture was successively washed with 1 N hydrochloric acid (3 x 100 
mL), water (3 x 100 mL), a mixture of water and saturated aqueous sodium hydrogen car- 
bonate (1:1, 2 x 100 mL) and a mixture of water and saturated aqueous sodium chloride (1:1, 
3 x 100 mL), dried (MgS0 4 ) and concentrated in vacuo . The residue was crystallised from 
heptane containing a little diethyl ether to afford 1.3 g (43%) of (3,5-bis-trifluoromethyl- 
10 phenyl)carbamic acid phenyl ester as a solid. 

Calculated for C 15 H 9 F 6 N02: 
C t 51.59%; H, 2.60%; N t 4.01%. Found: 
C, 51.27%; H, 2.56%; N, 4.01%; 
15 C, 51.40%; H, 2.57%; N, 3.92%. 

The above carbamic acid phenyl ester (1.0 g, 2.9 mmol) was mixed with 3-{4-[(4-ferf-butyl- 
cyclohexylamino)methyl]benzoylamino}propionic acid methyl ester, trifluoroacetate (1.07 g, 
2.9 mmol), prepared as described above and triethylamine (1.2 mL, 8.6 mmol) in dichloro- 
20 methane (55 mL) and the resulting mixture was refluxed for 4 hours. The cooled reaction 

mixture was diluted with toluene (50 mL) and washed with water (3 x 50 mL) and a mixture of 
water and saturated aqueous sodium chloride (1:1, 3 x 100 mL), dried (MgS0 4 ) and concen- 
trated in vacuo to afford 1.2 g (67%) of 3-{4-[3-(3,5-bis-trifIuoromethylphenyl)-1-(4-feAt-butyl- 
cyclohexyl)ureidomethyl]benzoylamino}propionic acid methyl ester as a solid. 

25 

1 H NMR (CDCI 3 ): 5 0.83 (9H, s), 0.9-1.5 (5H, m), 1.88 (4H, bt), 7.62 (H, t), 3.72 (5H, m), 4.18 
(1H, bt), 4.57 (2H, s), 6.80 (1H, s), 6.90 (1H, t), 7.38 (2H, d), 7.46 (1H, s), 7.77 (2H, d), 7.80 
(2H, s). 

30 HPLC-MS (Method B): R t = 9.07 min, m/z = 630 (M +1 ). 
Step 7: 

The above propionic acid methyl ester (1.0 g, 1.6 mmol) was dissolved in warm ethanol (50 
mL), and after cooling to room temperature 4N aqueous sodium hydroxide (6 mL) was 
35 added. The reaction mixture was stirred at room temperature for 1 hour. Glacial acetic acid 
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(10 mL) was added and the mixture was concentrated in vacuo . The residue was partitioned 
between water (50 mL) and ethyl acetate (2 x 50 mL). The combined organic phases were 
dried (MgS0 4 ) and concentrated in vacuo to afford 0.88 g (93%) of the title compound as a 
solid. 



1 H NMR (DMSO-cf 6 ): 6 0.83 (9H, s), 0.9-1.5 (5H, m), 1.70 (4H t bt), 2.50 (2H, t, below DMSO), 
3.45 (2H, q, below water), 4.05 (1H, bt), 4.62 (2H, s), 7.32 (2H, d), 7.60 (2H, d), 8.24 (2H, s), 
8.45 (1H, t), 9.00 (1H, s), 12 (1H, bs). 

10 HPLC-MS (Method B); R, = 8.60 min, m/z = 616 (M +1). 

Calculated for C30H35F6N3O4 x 0.25H 2 O: 
C, 57.47%; H, 5.57%; N, 6.93%. Found: 
C, 57.60%; H, 5.81%; N, 6.47%; 
15 C, 57.63%; H, 5.76%; N. 6.45%. 

EXAMPLE 238 (general procedure (K)) 

3-(4-n-(frans-4-tert-Butylcvclohexvl)-3-(3.4,5-trichlorophenvl)ureidomethyl1benzovlamino)- 
propionic acid 



Step 6, using isocyanate formed in situ from (substituted) anilines and triphosgene: 
Triphosgene (bis-trichloromethylcarbonate) (152 mg, 0.51 mmol) was dissolved in dichloro- 
methane (4 mL) and cooled to 0°C. To this solution a solution of 3,4,5-trichloroaniline (303 

25 mg, 1.54 mmol) and diisopropylethylamine (540 faL, 3.1 mmol) in dichloromethane (3 mL) 
was added at 0°C over 1 hour. The mixture was then allowed to reach room temperature. To 
this mixture a solution of methyl frans-4-{(4-ferf-buylcyclohexyl)aminomethyl}benzoylamino- 
propanoate trifluoroacetate (576 mg, 1 .54 mmol) and diisopropylethylamine (800 ^L) in di- 
chloromethane (10 mL) was added and stirring at room temperature was continued for 30 

30 minutes. The mixture was diluted with more dichloromethane (10 mL) and washed with satu- 



5 




20 
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rated aqueous citric acid (2 x 20 mL). The organic phase was dried (Na 2 S0 4 ) and concen- 
trated in vacuo to afford 653 mg (71%) of 3-{4-[1-(4-frans-tert-butylcyclohexyl)-3-(3 f 4,5- 
trichlorophenyl)ureidomethyl]benzoylamino}propionic acid methyl ester as a solid. 

5 1 HNMR(DMSO-cfe):8 0.81 (s, 9H), 0.92 (m, 1H), 1.12 (m, 2H), 1.44 (m, 2H), 1.68 (m,4H), 
2.56 (t, 2H), 3.45 (q, 2H), 3.59 (s, 3H), 4.05 (b t, 1H), 4.58 (s, 2H), 7.30 (d, 2H), 7.78 (d, 2H), 
7.83 (s, 2H), 8.44 (t, 1H), 8.75 (s, 1H). 

Step 7: 

10 Hydrolysis of this ester using the method described in example 92, step D afforded the title 
compound (495 mg, 78%). 

1 H NMR (DMSO-c/ 6 ): 5 0.82 (s, 9H), 0.91 (m, 1H), 1.10 (m, 2H), 1.39 (m, 2H), 1.71 (m, 4H), 
2.51 (t, 2H), 3.35 (q, 2H), 4.01 (t, 1H), 4.59 (s, 2H), 7.30 (d, 2H) t 7.78 (d, 2H), 7.85 (s, 2H), 
15 8.46 (t, 1H), 8.76 (s, 1H), 12.21 (b s, 1H). 

EXAMPLE 239 (general procedure (K)) 

3-(4-ri-(frans-4-tert-Butvlcvclohexyl)-3-(4-butvlsulfamovlphenvl)ureidomethvl1benzoylamino)- 
propionic acid 



4-Nitrophenylsulfonyl chloride (3.0 g, 13.5 mmol) was dissolved in THF and a catalytic 
amount of 4-dimethylaminopyridine and 1-butylamine (4.0 mL, 41 mmol) was added and the 
25 mixture was refluxed for 16 hours. The mixture was concentrated in vacuo and the residue 
was dissolved in ethyl acetate (100 mL) and washed with water (50 mL) and a 10% aqueous 
solution of sodium hydrogen carbonate (50 mL). The organic phase was dried (MgS0 4 ) and 
concentrated in vacuo to afford 3.01 g (86%) of W-butyl-4-nitrobenzenesulfonamide as a 



20 




H 



solid. 



30 



WO OO/69810 



PCT/DK00/00264 



207 



1 H NMR (CDCI3): 6 0.89 (3H, t), 1.30 (2H, m), 1.48 (2H, m), 3.03 (2H, t), 4.9 (1H, b), 8.06 
(2H, d), 8.37 (2H, d). 



Sodium dithionite (11.4 g, 65 mmol) and sodium carbonate (5.6 g t 53 mmol) were dissolved 
5 in water (65 mL) and heated to 70°C. A suspension of the above 4-nitrophenylsulfonamide 
(2.64 g t 10.2 mmol) in methanol (65 mL) was added and the resulting mixture was stirred at 
70°C for 1.5 hour. The cooled mixture was filtered and the volume of the filtrate was reduced 
by 50% in vacuo . The aqueous mixture was extracted with ethyl acetate (3 x 60 mL), and the 
combined organic extracts were dried (MgS0 4 ) and concentrated in vacuo to afford 0.14 g 
10 (6%) of 4-amino-/V-butylbenzenesulfonamide as a solid. 

1 H NMR (DMSO-de): 8 0.80 (3H, t), 1.2-1.4 (4H, m), 2.65 (2H, q), 5.90 (2H, s), 6.60 (2H, d), 
7.04 (1H, t), 7.40 (2H, d). 

15 HPLC-MS (Method B): R t = 5.15 min, m/z = 229 (M +1). 

The above 4-aminophenylsulfonamide (0.14 g) was dissolved in dichloromethane (6 mL), 
/V,/S/-diisopropylethylamine (172 jiL, 1 mmol) and phenyl chloroformate (122 ^iL, 0.92 mmol) 
and the resulting mixture was stirred at room temperature for 16 hours. The reaction mixture 
20 was diluted with dichloromethane (50 mL) and was washed with 1N hydrochloric acid (3 x 20 
mL), water (3 x 20 mL), a mixture of water and a saturated solution of sodium hydrogen car- 
bonate (1 :1 , 2 x 20 mL) and a mixture of water and a saturated solution of sodium chloride 
(1:1, 2 x 20 mL). Drying (MgS0 4 ) and concentration in vacuo afforded crude (4-butyl- 
sulfamoylphenyl)carbamic acid phenyl ester. 

25 

From the above crude carbamic acid phenyl ester and 3-{4-[(4-frans-tert-butylcyclohexyl- 
amino)methyl]benzoylamino}propionic acid methyl ester trifluoroacetate the title compound 
was obtained similarly as described above. 



30 



HPLC-MS (Method B): R, = 7.37 min, m/z = 615 (M +1). 
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EXAMPLE 240 (general procedure (K)) 
3-(4-f1-(frans-4-terf-Butvlcvd 
aminolpropionic acid 



The title compound was prepared similarly as described above starting from 4-nitrobenzoyl 
chloride, diethylamine and 3-{4-[(4-frans-fert-butylcyclohexylamino)methyl]benzoylamino}- 
propionic acid methyl ester trifluoroacetate. 

HPLC-MS (Method B): R t = 6.76 min, m/z = 579 (M +1). 

EXAMPLE 241 (general procedure (K)) 

3,{4,f1-(f ran 3-4-te/t-Butvlcvclohexvl)-3-(4'Cvclopropylmethoxvphenyl)ureidomethvn- 
benzovlamino)propionic acid 



4-Nitrophenol (2.0 g, 14.4 mmol) was dissolved in DMF (50 mL) and potassium carbonate 
(6.0 g, 43 mmol) and bromomethyicyclopropane (1.51 mL, 16 mmol) were added and the re- 
sulting mixture was stirred at room temperature for 16 hours. The mixture was diluted with 
ethyl acetate (50 mL) and washed with a saturated aqueous solution of sodium chloride (2 x 
50 mL). Drying (MgS0 4 ) and concentration afforded 2.23 g (75%) of 1-cyclopropylmethoxy-4- 
nitrobenzene as an oil. 




o 




ch 3 
H3C-I-CH3 



1 H NMR (CDCI3): 5 0.40 (2H. m), 0.58 (2H, m), 1.30 (1H, m), 3.89 (2H, d), 6.94 (2H, d), 8.12 
(2H, d). 
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The above 4-nitrobenzene (2.0 g, 9.5 mmol) was dissolved in ethanol (50 mL) and tin(ll) 
chloride dihydrate (10.7 g, 48 mmol) was added and the mixture was refluxed for 24 hours. 
After cooling, the mixture was concentrated in vacuo . The residue was dissolved in ethyl ace- 
tate (40 mL) and 1N aqueous sodium hydroxide (180 mL). This mixture was filtered through 
5 celite. The aqueous phase was extracted with ethyl acetate (2 x 50 mL) and the combined 
organic extracts were dried (MgS0 4 ) and concentrated in vacuo to afford 0.88 g (52%) of 4- 
cyclopropylmethoxyaniline. 

1 H NMR (DMSO-d 6 ): 5 0.25 (2H. m), 0.53 (2H ( m), 1.15 (1H, m), 3.63 (2H, d), 4.55 (2H, s), 
10 6.4-6.5 (3H, m), 6.62 (2H, d). 

From the above aniline and 3-{4-[(4-(rans-(ert-butylcyclohexylamino)methyl]benzoylamino}- 
propionic acid methyl ester trifluoroacetate the title compound was prepared similarly as de- 
scribed in example 238. 

15 

'H NMR (DMSO-d 6 ): 8 0.42 (2H t m), 0.62 (2H, m), 0.85 (9H, s), 0.92 (1H, m), 1.1-1.4 (5H, 
m), 1.9 (4H, bt), 2.70 (4H, m) ? 4.14 (1H, t), 4.52 (2H, s), 6.08 (1H, s), 6.77 (2H, d), 6.88 (1H, 
t), 7.10 (2H, d), 7.40 (2H, d), 7.76 (2H, d). 

20 HPLC-MS (Method B): R, = 7.73 min, m/z = 550 (M +1). 

EXAMPLE 242 (general procedure (K)) 

3-(4-f3-(2-Bromo-4-trifluoromethoxvphenyl)-1-(frans-4-tert-butylcvclohexvl)ureidomethvn- 
benzoylamino)propionic acid 



4-Trifluoromethoxyaniline (1.0 g, 5.6 mmol) was dissolved in glacial acetic acid (10 mL). 
Bromine (585 nL, 1 1 mmol) dissolved in glacial acetic acid (2 mL) was added with stirring 
during 10 minutes at room temperature. The resulting mixture was stirred at room tempera- 
30 ture for 2 hours and then poured into water (100 mL). The solid formed (2,5-dibromo-4- 

trifluoromethoxyaniline) was filtered off. The filtrate was made alkaline with solid sodium hy- 



25 




Trans 
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droxide and extracted with dichloromethane (100 ml_), dried (MgS0 4 ) and concentrated 
(30°C; 200 mBar) to afford 0.57 g (40%) of 2-bromo-4-trifluoromethoxyaniline. 

1 H NMR (DMSO-d 6 ): 5 5.55 (2H, bs), 6.85 (1H t d), 7.10 (1H, dd), 7.37 (1H, d). 

5 

From the above 2-bromoaniline and 3-{4-[(4-frans-fert-butylcyclohexylamino)methyl]ben2oyl- 
amino}propionic acid methyl ester trifluoroacetate the title compound was prepared similarly 
as described in example 238. 

10 1 H NMR (DMSO-de): 5 0.86 (9H, s), 0.95 (1H, m), 1.2 (2H, m), 1.4 (2H, m), 1.9 (4H, m), 2.74 
(2H, t), 3.75 (2H, q), 4.16 (1H, t), 4.60 (2H, s), 6.85 (1H, t), 6.88 (1H, s), 7.16 (1H f dd), 7.31 
(1H, d), 7.43 (2H, d), 7.76 (2H, d), 8.26 (2H, d). 

EXAMPLE 243 (general procedure (K)) 
15 3"(4-f1-(fra/?s-4-te^ButvlcvclohexvlV3-phenvlureidomethvl1benzoylamino)propionic acid 



From 3-{4-[(4-frans-fert-butylcyclohexylamino)methyl]benzoylamino}propionic acid methyl 
ester trifluoroacetate and phenylisocyanate the title compound was prepared similarly as de- 
20 scribed in the alternative method for preparing example 92 according to the general proce- 
dure (K). 

1 H NMR (DMSO-d 6 ): 6 0.84 (9H t s), 0.93 (1 H, m), 1 .2 (2H, m), 1 .4 (2H, m), 1 .85 (4H, m), 2.63 
(2H, t), 3.70 (2H, q), 4.19 (1H, t), 4.58 (2H, s), 6.75 (1H t s), 6.97 (1H, t), 7.2-7.3 (4H, m), 7.4 
25 (3H, m), 7.80 (2H, d). 




Trans 



HPLC-MS (Method B): R, = 7.28 min, m/z = 480 (M +1). 
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20 



EXAMPLE 244 (general procedure (K)) 
3-(441-(4-Phenoxvcvclohexvl)-3-(4-trifluoromethoxw^ 
propionic acid 



Synthesis of intermediate 4-{[tert-butoxycarbonyl-(4-phenoxycyclohexyl)amino]methyl}- 
benzoic acid: 



Methyl 4-(bromomethyl)benzoate (5.0 g, 22 mmol) was dissolved in DMF (50 mL) and trans- 
4-aminocyclohexanol (3.04 g, 26 mmol) was added followed by addition of potassium car- 
bonate (6.08 g, 44 mmol). The reaction mixture was heated to 80°C for 16 hours. The reac- 
tion mixture was diluted with ethyl acetate (300 mL) and water (200 m) was added. The 
aqueous phase was extracted with ethyl acetate (100 mL), and the combined organic phases 
were washed with water (2 x 100 mL) and dried (MgS0 4 ). The organic phase was concen- 
trated in vacuo to give 2.5 g of frans-4-[(4-hydroxycyclohexylamino)methyl]benzoic acid 
methyl ester. 

HPLC-MS (method B): m/z: 264, R t = 3.48 min. 

frans-4-[(4-Hydroxycyclohexylamino)methyl]benzoic acid methyl ester (2.46 g, 9.3 mmol) 
was suspended in sodium hydroxide (1N, 9 mL). Di-ferf-butylpyrocarbonate (2.44 g, 1 1 .2 
mmol) dissolved in THF (1 1 mL) was added during 15 minutes. Additional THF (8 mL) was 
added and the reaction mixture was stirred for 16 hours. The reaction mixture was evapo- 
rated in vacuo until THF was removed. Water (25 mL), sodium hydroxide (1N, 1.5 mL), and 
diethyl ether (50 mL) was added. The water phase was extracted with diethyl ether (25 mL) 





o ch 3 



WO 00/698 10 



212 



PCT/DK00/00264 



and the combined organic phases were washed with an aqueous solution of sodium hydro- 
gensulphate (10%, 30 mL), water (3 x 20 mL), and dried (MgS0 4 ). The organic phase was 
concentrated in vacuo to give 3.60 g of frans-4-{[fe/t-butoxycarbonyl-(4-hydroxycyclohexyl)- 
amino]methyl}benzoic acid methyl ester. 

5 

HPLC-MS (method B): m/z: 364, R t = 5.75 min. 

frans-4-{[/erf-Butoxycarbonyl-(4-hydroxycyclohexyl)amino]methyl}benzoic acid methyl ester 
(1.0 g, 2.75 mmol) was dissolved in THF (4 mL) and triphenylphosphine (1.12 g, 4.1 mmol) 

10 was added followed by addition of phenol (0.26 g f 2.75 mmol). Diethylazodicarboxylate (0.72 
g f 4.1 mmol) dissolved in THF (2 mL) was added drop wise, and the reaction mixture was 
stirred for 16 hours. The reaction mixture was concentrated in vacuo . The residue was puri- 
fied by flash chromatography (100g silica) using ethyl acetate and heptane (1:9) as eluent to 
give 0.27 g of frans-4-{[fe/t-butoxycarbonyl-(4-phenoxycyclohexyl)amino]methyl}benzoic acid 

15 methyl ester. The ester was dissolved in ethanol (5 mL) and sodium hydroxide (4N, 1 mL) 
was added. After 5 hours the reaction mixture was concentrated in vacuo , the residue was 
dissolved in ethyl acetate (25 mL), and hydrochloric acid (4N, 1 .3 mL) was added. The or- 
ganic phase was washed with water (3x10 mL), dried (MgS0 4 ) and concentrated in vacuo 
to give 0.25 g of trans- 4-{[tert-butoxycarbonyl-(4-phenoxycyclohexyl)amino]methyl}benzoic 

20 acid. 

1 H NMR (DMSO-d 6 ): 5 12.85 (1H, broad), 7.90 (2H, d), 7.36 (2H, d), 7.22 (2H, t), 6.88 (3H, 
m), 4.53 (1H, m), 4.43 (2H, m), 2.0-1 .2 (18H, m). 

25 This intermediate was used for the synthesis the title compound . 

1 H NMR (DMSO-de): 8 12.2 (1H, broad), 8.58 (2H, s), 8.48 (1H, t), 7.79 (2H, s), 7.55 (2H, s), 
7.37 (2H, s), 7.25 (4H, m), 6.91 (3H, m), 4.67 (2H, s), 4.58 (1H, s), 4.24 (1H, m), 3.42 (2H, 
dd), 2.52-2.48 (2H, m), 2.00-1.90 (2H, m), 1.80-1.55 (4H, m), 1.50-1.40 (2H, m). 

30 
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EXAMPLE 245 (general procedure (K)) 
4-(3-(frans-4-te/f-Butvlcvclohex 
carboxvlic acid ethyl ester 




o 

5 

1 H NMR (DMSO-cf 6 ): 5 12.2 (1H, broad), 8,42 (1H, t), 7.72 (2H, d), 7.25 (2H, d), 6.02 (1H, d), 
4.42 (2H, broad), 4.02 (2H, q), 3.92-3.60 (3H, m), 3.50-3.40 (2H, m), 2.90-2.70 (2H, m), 1.80- 
0.80 (10H, m), 0.80(13H,s). 

10 EXAMPLE 246 (general procedure (K)) 

3-(4-f1-(4-te/t-BuWlcvdohexvl)-3-(6-phenoxvpvridin-3-vl)ureidomethvllbenzovlamino>- 
propionic acid 

ch 3 

H 3 C-j-CH 3 




15 HPLC-MS (method B): m/z: 573, R t = 7.23 min. 

Synthesis of intermediate 5-amino-2-phenoxypyridine: 

20 Phenol (0.9 g, 9.5 mmol) was dissolved in sodium hydroxide (50% solution, 12 mL). 5-Nitro- 
2-chloropyridine (1 .5 g, 9.5 mmol) in toluene (15 mL) was added followed by addition of tetra- 
butylarnmonium bromide (0.3 g, 0.95 mmol). The reaction mixture was stirred for 16 hours at 
20°C and 5 hours at 80°C where after it was cooled to room temperature and diethyl ether 
(100 mL) added. The organic phase was washed with water (5 x 50 mL), dried (MgS0 4 ), and 

25 concentrated in vacuo to give 1 .0 g of 5-nitro-2-phenoxypyridine. 
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M.p. 85-87°C. 

5-Nitro-2-phenoxypyridine (0.5 g, 2.3 mmol) was added portion wise to a solution of stannous 
5 chloride (2.6 g, 12 mmol) dissolved in concentrated hydrochloric acid (10 mL) at a tempera- 
ture of 0-5°C. The reaction mixture was then stirred at 20°C for 16 hours. Sodium carbonate 
(5 g) and aqueous ammonia (50 mL) was added. The mixture was extracted with ethyl ace- 
tate (2 x 50 mL) and the combined organic phases were washed with water (2 x 40 mL), 
dried (MgS0 4 ), and concentrated in vacuo to give 0.3 g of 5-amino-2-phenoxypyridine. 

10 

1 H NMR (DMSO-d 6 ): 5 7.55 (1H, s), 7.33 (2H, dd), 7.08 (2H, dd) t 6.93 (2H, d), 6.75 (1H, d), 
5.12 (2H, broad). 

This compound was transformed into the corresponding phenylcarbamate (as described for 
15 in example 237 and used in the synthesis of the title compound . 

1 H NMR (DMSO-d 6 ): 8 8.51 (1H, s), 8.45 (1H, broad), 8.20 (1H, d), 7.90 (1H, dd), 7.75 (2H, 
d), 7.35 (4H, m), 7.15 (1H, t), 7.05 (2H, d), 6.92 (1H, d), 4.57 (2H, broad), 4.02 (1H, broad), 
3.40 (m), 3.38 (2H, m), 1.80-0.80 (10H, m), 0.80 (13H, s). 

20 

EXAMPLE 247 (general procedure (K)) 

3-(4-f1-(/rans-4-ferf-Butylcvclohexvl)-3-(4-cvano-2-trifluoromethoxvphenyl)ureidomethvl1- 
benzoylamino)propionic acid 




1 H NMR (DMSO-d 6 ): 5 12.2 (1H, broad), 8.48 (1H, t), 8.32 (1H, broad), 7.92 (1H, s), 7.90 
(1H, d), 7.75 (3H, m), 7.34 (2H, d), 4.60 (2H, broad), 4.03 (1H, m), 3.45 (2H, m), 1.80-0.85 
(9H, m), 0.80 (9H, s). 

30 HPLC-MS (method B): m/z: 589, R t = 8.07 min. 
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EXAMPLE 248 (general procedure (K)) 
3-(4-H-(4-Cvclopropvlidenecvclohexvl)-3-(4-tri^^ 
aminolpropionic acid 



Synthesis of intermediate 4-[(4-cyclopropylidenecyclohexylamino)methyl]benzoic acid methyl 



10 Cyclopropyltriphenylphosphonium bromide (10.8 g, 28 mmol) was suspended in dry THF (30 
ml_) and cooled to -60°C. N-Butyllithium (1.6M in THF, 17 mL, 27 mmol) was added dropwise 
at -40 to -60°C. The temperature was raised to 20°C and after 3 hours at this temperature, 
the reaction mixture was cooled to -60°C. 1,4-Cyclohexane dione mono ethylene ketal (4.0 g, 
26 mmol) dissolved in THF (30 mL) was added at -60°C whereafter the temperature was 

15 raised to 20°C. After 16 hours the reaction mixture was diluted with THF (75 mL) filtered 
through hyflo and concentrated in vacuo . The residue was purified by flash chromatography 
(4 x 15 cm column of silica) using heptane and ethyl acetate (4:1) as eluent to give 2.5 g of 
8-cyclopropylidene-1,4-dioxa-spiro[4.5]decane (cf Synthetic Communications 21(20), 2015- 
2023, 1991). 

20 

Silica gel 60 (6.0 g) was suspended in dichloromethane (12 mL) and oxalic acid (10% in wa- 
ter, 0.6 g) was added. After 20 minutes 8-cyclopropylidene-1 ,4-dioxa-spiro[4.5]decane (1 .6 g, 
8.9 mmol) dissolved in dichloromethane (5 mL) was added and the reaction mixture was 
stirred for 48 hours at 20°C. Sodium hydrogen carbonate (200 mg) was added and after 1 
25 hour the reaction mixture was filtered. The filtrate was concentrated in vacuo and the crude 
product of 4-cyclopropylidenecyclohexanone was used for the next step without further puri- 
fication. 




5 



ester: 
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4-Aminomethylbenzoic acid methyl ester, hydrochloride salt (2.2 g, 1 1 mmol) was suspended 
in 1 ,2 dichloropropane (30 mL) and an aqueous saturated solution of potassium carbonate 
(15 mL) was added. The next day the organic phase was isolated and dried (MgS0 4 ). 4- 
Cyclopropylidenecyclohexanone (1 .5 g, 1 1 mmol) dissolved in dichloromethane (15 mL) was 
5 added followed by addition of acetic acid (400 |iL) and sodium triacetoxyborohydride (3.3 g, 
16.5 mmol). After 72 hours at 20°C the reaction mixture was diluted with dichloromethane (50 
mL) and washed with aqueous saturated sodium hydrogen carbonate (2 x 30 mL) and water 
(5 x 30 mL). The organic phase was dried (MgS0 4 ) and concentrated in vacuo . The residue 
was purified by flash chromatography (50 g silica) using ethyl acetate and methanol (97:3) as 
10 eluent to give 1 .1 g of 4-[(4-cyclopropylidenecyclohexylamino)methyl]benzoic acid methyl 
ester. 

1 H NMR (DMSO-d 6 ): 5 7.90 (2H, d), 7.48 (2H, d), 3.84 (3H, s), 3.80 (2H), 3.63 (1H, m), 2.60- 
0.90 (12H,m). 

15 

HPLC-MS (method B): m/z: 286, R t = 4.45 min. 

This intermediate product was used for the synthesis of the title compound . 

20 1 H NMR (DMSO-d 6 ): 6 2.2 (1 H f broad), 8.60 (1 H, s), 8.43 (1 H, t), 7.75 (2H, d), 7.55 (2H, d), 
7.30 (2H, d), 7.22 (2H, d), 4.65 (2H, broad), 4.32 (1H, m), 3.45 (2H, m), 2.60-0.90 (14H, m). 

HPLC-MS (method B): m/z: 546, R t = 7.38 min. 

25 EXAMPLE 249 (general procedure (K)) 

3.(4.[1^(4-Cvclopropvlcvclohexvl)-3-(4-trifluoromethoxyphenvl)ureidomethvnbenzovlamino}- 
propionic acid 



30 Synthesis of intermediate 4-[(4-cyclopropylcyclohexylamino)methy I] benzoic acid methyl es- 
ter: 
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4-[(4-Cyclopropylidenecyclohexylamino)methyl]benzoic acid methyl ester (1.1 g, 3.9 mmol) 
was dissolved in DMF (40 mL) and p-toluenesulfonic acid hydrazide (2.8 g, 15.4 mmol) was 
5 added. The reaction was heated to 100°C for 16 hours. After cooling to room temperature the 
reaction mixture was diluted with ethyl acetate (75 mL) and water (40 mL) was added. The 
aqueous phase was extracted with ethyl acetate (25 mL) and the combined organic phases 
washed with aqueous saturated sodium hydrogen carbonate (2 x 30 mL) and water (5 x 30 
mL). The organic phase was dried (MgS0 4 ) and concentrated in vacuo . The residue was pu- 
10 rified by flash chromatography (25 g silica) using heptane and ethyl acetate (1 :1) as eluent to 
give 4-[(4-cyclopropyIcyclohexylamino)methyl]benzoic acid methyl ester. 

This intermediate product was used for the synthesis of the title compound . 

15 1 H NMR (DMSO-cfe): 5 12.2 (1H, broad), 8.51 (1H, s), 8.43 (1H, t), 7.75 (2H, dd), 7.55 (2H, 
d), 7.32 (2H, dd), 7.22 (2H, d), 4.68 (1H, s), 4.60 (1H, s), 4.10 (1H, m), 3.45 (2H, dd), 1.80- 
0.25 (13H, m). 

HPLC-MS (method B): m/z: 548, R t = 7.38 min. 

20 

EXAMPLE 250 (general procedure (K)) 
3-(4-f1-(frans-4-tert-Butylcyclohex^ 
methyllbenzovlaminojpropionic acid 




25 

The intermediate, 4-cyclopropylmethoxy-2-trifluoromethylaniline, was prepared analogously 
to the aniline intermediate used in example 241. 
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1 H NMR (DMSO-c/ 6 ): 8 12.1 (1H, broad), 8.45 (1H, t), 7.98 (1H. broad), 7.75 (2H, d). 7.32 
(2H, d), 7.29 (1H, s), 7.15 (2H, m), 4.52 (2H, broad), 3.88 (2H, d), 3.45 (1H, m), 1.80-0.85 
(10H, m), 0.80 (9H, s), 0.60 (2H, m), 0.33 (2H. m). 

HPLC-MS (method B): m/z: 618, R, = 6.65 min. 

EXAMPLE 251 (general procedure (K)) 

3-l4-ri-(frarTS-4-teff-Butvlcvclohexvl)-3-(3-cvano-4-trifluoromethoxvphenYl)ureidomethvll- 
benzovlamino)propionic acid 



1 H NMR (DMSO-de): 5 12.2 (s, broad), 8.90 (1H, s), 8.43 (1H, t), 8.10 (1H, s), 7.90 (2H, dd), 
7.75 (2H, d). 7.55 (1H, d), 7.32 (2H, d), 4.61 (2H, broad), 4.04 (2H, m), 3.45 (2H, m). 1.80- 
0.85 (10H, m), 0.80 (9H, s). 

EXAMPLE 252 (general procedure (K)) 

344-f1-(4-fert-Butvlcvdohexvl)-3-(3-methvlsulfonvlphenyl)ureidomethvllberizovlamino)- 
propionic acid 



The title compound was prepared form the corresponding 3-methylsulfanyl compound (gen- 
eral procedure (K)) followed by oxidation of the sulfanyl group and hydrolysis of the propionic 
acid ester. 



1 H NMR (DMSO-de): 5 12.2 (s, broad), 8.76 (1H, s), 8.45 (1H, t), 8.07 (1H, s), 7.83 (1H, d), 
7.74 (2H, d), 7.50 (2H, m). 7.30 (2H, d), 4.60 (2H. broad), 4.08 (2H, d), 3.45 (2H, t), 3.18 (3H, 
s), 2.50 (2H, t), 1.80-0.85 (9H, m), 0.80 (9H, s). 
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HPLC-MS (method B): m/z: 558. R, = 6.52 min. 

EXAMPLE 253 (general procedure (K)) 
5 3-{441-(4-frans-tert-Butylcycto 
benzovlamino)propionic acid 




Using isocvanate formed in situ from 5-amino-3-phenvlpyrazole and triphosqene: 
10 To a suspension of 5-amino-3-phenylpyrazole (183 mg, 8.7 mmol) in 1 ,2-dichloroethane (5 
mL) was added A/,/V-diisopropylethylamine (0.2 mL, 1.2 mmol) followed by addition of 
triphosgene (115 mg, 0.38 mmol). The solution was heated to reflux for two hours. To this 
mixture a solution of 3-{4-[(4-fraA7S-ferf-butylcyclohexylamino)methyl]benzoylamino}propionic 
acid methyl ester trifluoroacetate (350 mg, 0.70 mmol) and A/,A/-diisopropylethylamine (0.2 
15 mL, 1 .2 mmol) in DMF (4 mL) was added and stirring at 80°C was continued for 2 hours. The 
mixture was allowed to cool to room temperature, poured into water (50 mL) and the water 
phase was washed ethyl acetate (2 x 50 mL). The combined organic phases were concen- 
trated in vacuo and purification on silica column with dichloromethane/methanol (95:5) af- 
forded the 3-{4-[1 -(4-frans-fert-butylcyclohexyl)-3-(5-phenyl-2H-pyrazol-3-yl)ureidomethyl]- 
20 benzoylaminojpropionic acid methyl ester as a solid which was redissolved in ethanol (4 mL). 
Sodium hydroxide (1 mL, 4 N) was added and the reaction mixture was left at room tempera- 
ture for 30 min. Hydrochloric acid (4 mL, 1 N) was added, and the resulting precipitate was 
subsequently collected by filtration. Recrystallisation from acetonitrile afforded the title com- 
pound . 

25 

1 H NMR (CDCI 3 ): 8 0.82 (9H, s), 0.9-1.5 (5H, m), 1.69 (4H, bt), 4.09 (1H, bt), 4.58 (2H, s), 
6.64 (1H, s), 7.25-7.50 (5 H, m), 7.60-7.80 (4H, m), 8.50 (1H, t), 9.0 (1H, s). 

HPLC-MS (Method B): R t = 6.52 min, m/z = 546 (M+1). 

30 
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EXAMPLE 254 (general procedure (K)) 
2^3-(4-frans-tert-Butyl^^ 
benzothiazole-6-carboxvlic acid ethyl ester 




Using isocyanate formed in situ from (substituted) 2-aminobenzothiazole and diphosgene in 
pyridine: 

Ethyl-2-aminobenzothiazole-6-carboxylate (262 mg, 1.2 mmol) was suspended in pyridine (4 
ml). Diphosgene (80 jiL, 0.66 mmol) was added and the solution was stirred for two hours at 
room temperature. To this mixture a solution of 3-{4-[(4-frans-fert-butylcyclohexylamino)- 
methyl]benzoylamino}propionic acid methyl ester trifluoroacetate (300 mg, 0.61 mmol) and 
W,A/-diisopropylethylamine (0.4 mL, 2.4 mmol) in DMF (4 mL) was added and stirring at 80°C 
was continued for 2 hours. The mixture was allowed to cool to room temperature and poured 
into acetonitrile (50 mL), the resulting precipitate was filtered off and the filtrate was then par- 
titioned between ethyl acetate (50 mL) and hydrochloric acid (2 x 50 mL, 1 N). The organic 
phase was concentrated in vacuo to give an oil which was redissolved in ethanol (4 mL). So- 
dium hydroxide (1 mL, 4 N) was added and the reaction mixture was left at room temperature 
for 30 min. Hydrochloric acid (4 mL, 1 N) was added, and the resulting precipitate was sub- 
sequently collected by filtration to afford the title compound . 



HPLC-MS (Method B): R t = 7.65 min, m/z = 609 (M +). 
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EXAMPLE 255 (general procedure (K)) 

3-(4-f1-(frans^-fert-Butvlcvclohexvl)-3-(3.5-dichlorophenvl)ureidomethvnbenzovlamino>- 
propionic acid 




1 H NMR (DMSO-d 6 ): 8 12.2 (s, 1H), 8.68 (s, 1H), 8.45 (t, 1H), 7.74 (d. 2H), 7.61 (s, 2H), 7.30 
(d, 2H). 7.11 (s, 1H), 4.57 (s, 2H), 4.02 (m, 1H), 3.43 (m, 2H), 2.50 (m, 2H), 1.8-0.75 (m, 9H), 
0.80 (s, 9H) 

HPLC-MS (method B): m/z: 548, R, = 8.35min 

MA: Calc for C28H35CI2N3O4: 
61.31% C, 6.43% H, 7.66% N; Found 
61.20% C, 6.59% H, 7.34% N. 



WO OO/69810 



PCT/DK00/00264 



222 



General procedure (L) for the solid phase synthesis of compounds of the general formula (li): 



v _ A _u — z 



Resin. 



CI 



R' 



Step A 



Resin — V A — IL ,0 

Z ^R< 



Step B 



Resin — V — A IL_ 



R 1 



Lea'-X-D, 
D-N=C=0 or 
D-N=C=S 



StepC 



Resin — V — A ^ 



E 



Step D 



V-A^ 



R' 



5 wherein 



(ij) 



A, V, Z, R 1 , E and D are as defined for formula (I), 



Xis 



10 



N- 
H 



or 



N — 
H 



Resin. 



CI 



ix 



wherein PS is polystyrene 



, and 



Lea' is a leaving group such as -OSu, chloro, phenoxy, or 4-nitrophenoxy. 

15 



WO 00/698 10 



PCT/DK00/00264 



223 



Step A: 

The reaction is known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 
24) and is generally performed by shaking a suspension of the resin with a solution of 
V-A-Z-C(0)R 1 in the presence of a base such as triethylamine, diisopropylethylamine, dicy- 
5 clohexylmethylamine or any other tertiary amine. Typical solvents are pyridine, dichloro- 
methane, 1 ,2-dichloroethane, DMF, NMP, THF, DMSO or mixtures of two or more of these. 
The reaction is performed between 20°C and 120°C, preferably at 25°C. Excess reagents are 
filtered off and the resin is washed with any solvent mentioned above including mixtures 
hereof, containing a base as mentioned above and an alcohol, typically methanol, as a scav- 
' 10 enger of unreacted resin bound 2-chlorotritylchloride. 



Step B: 

Step B is identical to step C of general procedure (T). 
15 Step C: 

Step C is identical to step D of general procedure (T). 
Step D: 

Step D is identical to step E of general procedure (T). 



20 



Preparation of starting materials D-N=C=Q: 



/V,N-Dimethvl-3-nitro-benzenesulfonamide 

3-Nitrobenzenesulfonyl chloride (22.8 mmol, 5.05 g) was dissolved in dry THF (50 mL). Di- 
25 methylamine in THF (2M, 34 mL) was added and the mixture was refluxed for 2 hours. Upon 
cooling, the mixture was filtered and the filtrate was evaporated in vacuo . The residue was 
dissolved in ethyl acetate (250 mL), washed with water (3 x 50 mL) and dried over MgS0 4 . 
Evaporation of the solvent afforded the title compound . 

30 1-(3-Nitrobenzenesulfonvl)piperidine was prepared as described above using piperidine in- 
stead of dimethylamine. 



35 



3-Amino-A/.A/-dimethylbenzenesulfonamide 

To a solution of the above A/,A/-dimethyl-3-nitro-benzenesulfonamide (20.4 mmol, 4.7 g) in 
ethanol (50 mL) was added SnCI 2 (105 mmol, 19.9 g) and the mixture was refluxed for 1 
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hour. Upon cooling, the solvent was removed in vacuo . Ethyl acetate (200 mL) and NaHC0 3 
(sat, 100 mL) were added to the residue followed by another 200 mL ethyl acetate and 500 
mL water. The phases were separated and the organic phase was washed twice with water. 
The organic phase was filtered, washed with water (2 x 100 mL) dried over MgS0 4 and 
5 evaporated to leave the title compound. 

3-(Piperidine-1-sulfonyl)phenylamine was prepared as described above from 1-(3-nitro- 
benzenesulfonyl)piperidine. 

10 3-lsocyanato-/V.A/-dimethylbenzenesulfonamide 



To a slurry of the above 3-amino-/V f /V-dimethylbenzenesulfonamide (3.26 g, 16 mmol) in 
toluene (200 mL) was added triphosgene (1.67 g) and the mixture was refluxed 16 h and 
15 evaporated. The residue was used without further purification. 

1-(3-lsocyanatobenzenesulfonyl)piperidine was prepared as described above from 3-piperi 
dine-1 -sulfonyl)phenytamine. 

20 1-Ethvlsulfanvl-3-isocvanatobenzene 



To a solution of 3-aminothiophenol (40 mmol, 5 g) in DMF (50 mL) was added K 2 C0 3 (4.8 
mmol, 6.63 g) and 2.98 mL bromoethane. The mixture was stirred over night at 25°C and 
25 poured into 200 mL ice water. 200 mL ethylacetate was added and the phases were sepa- 
rated. The aqueous phase was extracted with 100 mL ethylacetate and the combined or- 
ganic extracts were dried over MgS0 4 . Evaporation of the solvent and re-dissolving the resi- 
due in ethyl acetate (100 mL) and HCI in ethyl acetate (2M, 20 mL) afforded 3-ethylsulfanyl- 
phenylamine hydrochloride, which was collected by filtration. 




o. 



N 



O. 




30 



To a slurry of the above 3-ethylsulfanylphenylamine hydrochloride (31.6 mmol, 6 g) in tolu- 
ene (100 mL) was added diphosgene (trichloromethyl chloroformate, 158 mmol, 31.3 g) and 
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the mixture was refluxed for 2 hours affording a clear solution. The solvent was removed 
in vacuo and the residue was used without further purification. 

The other starting materials used in the following examples were prepared in a similar way. 

5 

EXAMPLE 256 (general procedure (L)) 

4-r3-(3-CvanophenylV1-(4-cvclohexvlphenyl)ureidomethvl1-A/-(2H-tetrazol-5-vl)benzamide 




10 Step A: Resin bound 4-formyl-A/-(2rt-tetrazol-5-vl)benzamide 

150 pmol 4-Formyl-/V-(2H-tetrazol-5-yl)benzamide was dissolved in a mixture of 250 pL di- 
chloromethane, 250 pL DMF and 100 pL diisopropylethylamine and added to 50 mg polysty- 
rene resin functionalized with a 2-chlorotrityl chloride linker. After shaking the suspension for 
4 hours at 25°C, the resin was isolated by filtration and washed with 2x1 mL dichloro- 

15 methane: methanol:diisopropylethylamine 17:2:1 and 2 x 1 mL DMF. 



Step B: Resin bound 4-[(4-cvclohexvlphenylamino)methvn-ft/-(2/-/-tetrazol-5-vl)benzamide 
The above resin bound 4-formyl-/V-(2H-tetrazol-5-yl)benzamide (50 mg) was treated with a 
0.5 M solution of 4-cyclohexylaniline (0.25 mmol, 41.25 mg) in a mixture of DMF and 
20 trimethylorthoformate (1:1, 0.5 mL) and glacial acetic acid (50 pL) for 1 hour at 25°C followed 
by sodium cyanoborohydride (250 pmol, 16 mg) dissolved in a mixture of DMF and methanol 
(1:1, 0.25 mL). Shaking at 25°C for 4 hours followed by filtration and washing with a mixture 
of DMF and methanol (1:1, 2x1 mL), 3 x 1 mL DMF and 2 x 1 mL dichloromethane afforded 
the desired product. 

25 

Step C: Resin bound 4'r3-(3-cyanophenyl)-1-(4>cvclohexvlphenvl)ureidomethvl1-A/-(2H- 
tetrazol-5-vl)benzamide 

200 pmol 3-cyanophenylisocyanate dissolved in 500 pL dichloroethane was added to the 
above resin bound 4-[(4-cyclohexylphenylamino)methyl]-A/-(2H-tetrazol-5-yl)benzamide (50 
30 mg). Shaking the mixture for 5 hours at 25°C followed by filtration and washing of the resin 
with 2 x 1 mL dichloromethane, 4 x 1 mL DMF, 2 x 1 mL H 2 0, 3 x 1 mL THF and 3 x 1 mL 
dichloromethane afforded the resin bound title compound . 
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Step D: 4-f3-(3-Cvanophenyl)-1 -(4-cvclohexvlphenyl)ureidomethvn-A/-(2H-tetrazol>5-vl)- 
benzamide 

The above resin bound 4-[3-(3-cyanophenyl)-1-(4-cyclohexylphenyl)ureidomethyl]-A/-(2H- 
5 tetrazol-5-yl)benzamide (50 mg) was treated with 1 mL 5% TFA in dichloromethane for 1 
hour at 25°C. The product was filtered off and the resin was washed with 1 mL dichloro- 
methane. The combined extracts were concentrated in vacuo . The residue was dissolved in 
50 pL DMSO + 500 pL acetonitrile and purified by preparative HPLC using a Supelcosil 
ABZ+ 25 cm x 10 mm 5p column. The starting eluent composition was 5% acetonitrile in wa- 
10 ter changing over 30 min to 90% acetonitrile in water which was then kept constant for 5 min 
before going back to the starting composition over 10 min. The flow rate was kept constant at 
8 mL/min collecting one fraction per minute. The process was monitored using a UV detector 
operating at 214 nm. The fractions containing the desired product were combined and eva- 
porated in vacuo to afford the title compound . 

15 

Optionally, the compound can be purified by recrystallisation from eg acetonitrile. 

1 H NMR (300 MHz, DMSO-d 6 ): 8 12.35 (s br, 1H); 8.58 (s, 1H); 8.05 (d, 2H); 7.95 (s, 1H); 
7.73 (d, 1H); 7.50-7.38 (m, 4H); 7.20 (s, 4H); 5.00 (s, 2H); 1.85-1.60 (m, 5H); 1.45-1.10 (m, 
20 6H). 

HPLC-MS (method B): m/z = 521, R, = 7.60 min. 

EXAMPLE 257 (general procedure (D) 
25 4-r3-Benzothiazol-6-vl-1-(4-feAt-butvlphenvl)ureidomethvn-A/-(2H-tetrazol-5-yl)benzamide 



1 H NMR (DMSO-d 6 ): 5 8.5 (s, 1H); 8.28 (s t 1H); 8.05 (d, 2H); 7.93 (d, 2H); 7.55 (d ( 1H); 7.48 
(d, 2H); 7.43 (d, 2H); 7.22 (d, 2H); 5.03 (s, 2H); 1.28 (s, 9H). 

30 




HPLC-MS (Method B): m/z = 527 (M+1). R t = 6.47 min. 
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EXAMPLE 258 (general procedure (U) 

4-f 1 -(4-Cvclohexylphenvn-3-(1 . 1 -dioxo-2.3-dihvdro-1 H-1 -benzof61thiophen-6-vl)ureido- 
methyll-A/-(2H-tetra2ol-5-vl)ben2amide 




The benzothiophene moiety was synthesized from commercially available 6-amino-1,1- 
dioxo-1H-1-benzo[6]thiophene using Pd/C and H 2 employing methods known by those skilled 
in the art. The aniline was converted to an isocyanate by methods mentioned previously. 

10 

1 H NMR (DMSO-de): 5 12.40 (s, 1H); 8.60 (s, 1H); 8.05 (s, 2H); 7.88 (s, 1H); 7.68 (d, 1H); 
7.45 (d. 2H); 7.39 (d, 1H); 7.20 (s. 4H); 5.00 (s, 2H).3.58 (t, 2H); 3.30 (t, 2H); 1.85-1-65 (m, 
5H); 1.50-1.15 (m,5H). 

15 HPLC-MS (Method B): m/z = 586 (M+1). R, = 7.88 min. 

EXAMPLE 259 (general procedure (L)) 

4-f1-(4-tert-Butvlphenvl)-3-(1.1-dioxo-2.3-dihvdro-1H-benzofb1thiophen-6-yl)ureidomethvll-/\/- 
(2H-tetrazol-5-yl)benzamide 




1 H NMR (DMSO-cfe): 8 12.40 (s, 1H); 8.65 (s, 1H); 8.05 (s, 2H); 7.88 (s, 1H); 7.60 (d, 1H); 
7.48 (d. 2H); 7.45-7.38 (m, 3H); 7.22 (d, 2H); 5.00 (s, 2H); 3.58 (t, 2H); 3.34 (t, 2H); 1.32 (s, 
9H). 

25 

HPLC-MS (Method B): m/z = 560 (M+1). R, = 7.58 min. 
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EXAMPLE 260 (general procedure (D) 

4-f1-(4-CYdohexvlphenyl)-3-(2-fluoro-5-methvlsu^^^^ 

vDbenzamide 




2-Fluoro-5-methylsylfonylphenyl isocyanate was prepared from the corresponding 2-fluoro-5- 
methylsylfonyl-1 -nitrobenzene via reduction to the corresponding aniline as described previ- 
ously. 

10 1 H NMR (DMSO-cfe): 5 11.50 (s br, 1H); 8.30 (d, 1H); 8.00 (d, 2H); 7.90 (s, 1H); 7.65 (m, 1H); 
7.50-7.40 (m, 3H); 7.25 (s, 4H); 5.05 (s, 2H); 3.18 (s, 3H); 1.85-1-65 (m, 5H); 1.50-1.15 (m, 
5H). 

HPLC-MS (Method B): m/z = 592 (M+1). R t = 7.04 min. 

15 

EXAMPLE 261 (general procedure ID) 

441.(4.Cvclohexvlphenvl)-3-(5-me^ 

5-vl)benzamide 




5-Methylsulfonyl-2-methylphenyl isocyanate was prepared from the corresponding 5-methyl- 
sulfonyl-2-methyl-1 -nitrobenzene via reduction to the corresponding aniline followed by con- 
version to the isocyanate as described previously. 

25 1 H NMR (DMSO-d 6 ): 5 12.10 (s br, 1H); 8.15 (s, 1H); 8.05 (d, 2H); 7.62 (m, 6H); 7.28 (dd f 
4H); 5.03 (s, 2H); 3.15 (s, 3H); 2.10 (s, 3H); 1.85-1-65 (m, 5H); 1.50-1.15 (m, 5H). 
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HPLC-MS (Method B): m/z = 588 (M+1). R t = 7.10 min. 

EXAMPLE 262 (general procedure (U) 
5 4-ri-(4-Cyclohexvlphenvl)-3-(3-fluorc^5-trifl^^ 
vQbenzamide 




F 



1 H NMR (DMSO-de): 5 12.40 (s, 1H); 8.82 (s, 1H); 8.08 (d, 2H); 7.75 (m, 2H); 7.45 (d, 2H); 
10 7.25-7.15 (m, 5H); 5.02 (s, 2H); 1.85-1-65 (m, 5H); 1.50-1.15 (m, 5H). 

HPLC-MS (Method B): m/z = 582 (M+1). R t = 8.05 min. 



Alternative method for the preparation of the title compound : 




Preparation of 3-fluoro-5-trifluoromethylphenylisocyanate: 

3-Fluoro-5-trifluoromethylaniline (2 g, 11.2 mmol) was dissolved in 20 mL diethylether and 
added concentrated hydrochloric acid (37%, 1.5 mL, 18 mmol). Upon stirring for 1 hour at 
20 25°C the solvent was removed in vacuo and the white solid was stripped with toluene (3 x 20 
mL). Diphosgene (20 mL) was added to the hydrochloride salt and the mixture was refluxed 
over night. Excess diphosgene was removed in vacuo and the clear oil was stripped with 
toluene (3 x 20 mL). The obtained isocyanate was used without further purification. 
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Preparation of 4-[1 -(4-Cyclohexylphenyl)-3-(3-fluoro-54rifluorom 
(2H-tetrazot-5-yl)benzamide: 

A slurry of 4-[(4-cyclohexylphenylamino)methyl]-W-(2H-tetrazol-5-yl)benzamide (3 g, 7.96 
mmol) in DMF (50 mL) was added to the above 3-fluoro-5-trifluoromethylphenylisocyanate 
5 and the mixture was heated to 80°C. After 2 hours the reaction was allowed to cool to 25°C 
and acetonitrile (500 mL) was added. The mixture was filtered, the precipitate was discarded 
and the filtrate evaporated. The residue was refluxed in acetonitrile (75 mL) and allowed to 
cool to 25°C. After filtration, a new precipitate was formed affording the title compound (850 



EXAMPLE 263 (general procedure (L)) 
4-f3-(3-Bromo-5-trifluoromethvlphenvlV 
vDbenzamide 



HPLC-MS (Method B): m/z = 617 (M+1). R, = 7.95 min. 

1 H NMR (DMSO): 5 12.40 (s, 1H); 8.80 (s, 1H); 8.10 (s, 1H); 8.04 (d, 2H); 7.92 (s, 1H); 7.50 
(s, 1H); 7.49 (d, 2H); 7.42 (d, 2H); 7.23 (d, 2H); 5.02 (s, 2H); 1.32 (s, 9H). 

EXAMPLE 264 (general procedure ID) 

443-(3"BromO"5-trifluoromethvlphenyl)-1-(4-cvdohexvlphenvl)ureidomethyl1-/V'(2H"tetrazol-5- 
vDbenzamide 



10 




Br 



15 




Br 
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HPLC-MS (Method B): m/z = 642 (M+1). R t = 8.45 min. 

Alternative method for the preparation of the title compound : 

5 Preparation of 3-bromo-5-trifluoromethylphenylisocyanate: 

3-Bromo-5-trifluoromethy!aniline (2.16 g, 9 mmol) was dissolved in 20 mL diethylether and 
added concentrated hydrochloric acid (37%, 1.5 mL, 18 mmol). Upon stirring for 1 hour at 
25°C the solvent was removed in vacuo and the white solid was stripped with toluene (3 x 20 
mL). Diphosgene (13 mL) was added to the ammonium chloride salt and the mixture was re- 
10 fluxed for 3.5 hours until no solid material precipitated on cooling. Excess diphosgene was 
removed in vacuo and the clear oil was stripped with toluene (3 x 20 mL). The obtained iso- 
cyanate was used without further purification. 

Preparation of 4-[3-(3-bromo-5-trifluoromethylphenyl)-1 -(4-cyclohexylphenyl)ureidomethyl]-W- 

1 5 (2H-tetrazol-5-yl)benzamide: 

The above isocyanate was dissolved in DMF (20 mL) and added 4-[(4-cyclohexylphenyl- 
amino)methyl]-/V-(2H-tetrazol-5-yl)benzamide (1.88 g, 5 mmol) and the mixture was heated 
at 80°C. After 1 hour the reaction was allowed to cool to 25°C and the solvent was evapo- 
rated. The residue was refluxed in acetonitrile (10 mL) and allowed to cool to 25°C. The de- 

20 sired product was isolated by filtration and dried in vacuo (2.5 g). 

*H NMR (DMSO): 5 12.35 (s, 1H); 8.75 (s, 1H); 8.10 (s, 1H); 8.04 (d, 2H); 7.92 (s, 1H); 7.50 
(3, 1H); 7.48 (d, 2H); 7.23 (s, 4H); 5.00 ($, 2H); 1.85-1-65 (m, 5H); 1.45 -1.15 (m, 5H). 

25 HPLC-MS (Method F): m/z = 642 (M+1 ). R t = 5.67 min. 
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EXAMPLE 265 (general procedure (L)) 
3-(4-{1-(4-Cyclohexylphenyl)-3^^^ 
propionic acid 




HPLC-MS (Method B): m/z = 683 (M+1). R t = 7.60 min. 



EXAMPLE 266 (general procedure (U) 

4- {1-(4-Cvclohexvlphenvl)-3-f3-(methvlphenv^^ 

5- vl)benzamide 




HPLC-MS (Method B): m/z = 665 (M+1). R t = 7.67 min. 



EXAMPLE 267 (general procedure (D) 

4-(1-(4-Cvclohexvlphenvl)-343-(2.3-dihvdroindole-1-sulfonvl)phenvnureidomethyl)-A/-(2/-/- 
tetrazol-5-vl)benzamide 




HPLC-MS (Method B): m/z = 677 (M+1). R, = 7.75 min. 
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EXAMPLE 268 (general procedure (D) 

4- f3-(3,5-Bis-trifluoromethylphenvl)-1-(4-cyclohex-1^^ 

5- yQbenzamide 



5 

The starting material 4-(cyclohex-1-enyl)phenylamine was prepared in the following way: 
Step 1: 1-(1-Bromocvclohexyl)-4-nitrobenzene 



4-Cyclohexylnitrobenzene (22.6 g, 0.11 mol) and A/-bromosuccinimide (21.6 g, 0.12 mol) 
were suspended in tetrachloromethane (200 mL) and a catalytic amount of dibenzoylperox- 
ide was added. The reaction mixture was stirred at 80°C for 4.5 hours. The reaction mixture 
was concentrated in vacuo and the residue dissolved in ethyl acetate (400 mL) and washed 
15 with water (100 mL). The aqueous phase was extracted with ethyl acetate (200 mL) and the 
combined organic phases were washed with water (3 x 150 mL), dried over MgS0 4 and con- 
centrated in vacuo . The residue was crystallised from ethyl acetate and heptane to give 18.4 
g of 1-(bromocyclohexyl)-4-nitrobenzene. 

20 'H NMR (DMSO-d 6 ): 5 1.29-1.40 (1H,m), 1.60-1.71 (3H,d), 1.73^1.85 (2H,m), 2.06-2.18 
(2H,m). 2.55 (2H,m), 7.92 (2H,d), 8.34 (2H,d). 

M.p.: 83.5-85.5°C. 





10 
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MA: calc 

50.72% C, 4.97% H, 4.93% N; Found 
50.65% C, 5.10% H, 4.91% N. 

Step 2: 1-Cvclohex-1-enyl-4-nitrobenzene 




1-(Bromocyclohexyl)-4-nitrobenzene (18.4 g, 64.8 mmol), lithium carbonate (5.3 g, 71.2 
mmol), and lithium bromide (6.2 g, 71.2 mmol) were reacted together in DMF (100 mL) for 2 
hours at 160°C. The reaction mixture was cooled to 20°C, diluted with ethyl acetate (500 mL), 
and washed with water (300 mL). The aqueous phase was extracted with ethyl acetate (200 
mL) and the combined organic phases were washed with water (3 x 150 mL), dried over 
MgS0 4 and concentrated in vacuo . The residue was purified on silica (350 g) using ethyl 
acetate and heptane (1:9) as eluent to give 11.7 g of 1-cyclohex-1-enyl-4-nitrobenzene. 

1 H NMR (DMSO-de): 8 1.57-1.69 (2H,m), 1.60-1.70 (2H,m), 2.18-2.29 (2H,m), 2.38-2.46 
(2H.ni), 6.46 (1H,t), 7.67 (2H,d), 8.17 (2H,d). 

Step 3: 4-(Cvclohex-1-envl)phenylamine 




nh 2 



1-Cyclohex-1-enyl-4-nitrobenzene (1 1 .7 g, 57.6 mmol) was dissolved in hot absolute ethanol 
(170 mL). Stannous chloride (65 g, 288 mmol) was added and the reaction mixture was 
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stirred at reflux temperature for 1.5 hours. The reaction mixture was concentrated in vacuo 
and the residue was added ethyl acetate (700 mL) and water (700 mL), and neutralised to 
pH 7 with sodium hydroxide (4 N). Ethyl acetate (150 mL) was added and the mixture was 
filtered through celite. The organic phase of the filtrate was washed with water and a satu- 
5 rated solution of sodium chloride, dried over MgS0 4l and concentrated in vacuo . The residue 
was purified on silica (200 g) using ethyl acetate and heptane (1:4) as eluent to give 7.4 g of 
4-(cyclohex-1 -enyl)phenylamine. 

HPLC-MS (method B): m/z: 174, R, = 4.05 min. 

10 

1 H NMR (DMSO-cfe): 5 1.52-1.60 (2H,m), 1.63-1.72 (2H,m), 2.13 (2H,m), 2.28 (2H,m), 5.0 
(2H,s), 5.90 (1H,t), 6.50 (2H,d), 7.08 (2H,d). 

The title compound was prepared using 4-(cycIohex-1-enyl)phenylamine in step B. 

15 

1 H NMR (DMSO-c/ 6 ): 5 12.40 (s, 1H); 8.92 (s, 1H); 8.28 (s, 2H); 8.04 (d, 2H); 7.61 (s, 1H); 
7.48 (d, 2H); 7.46 (d, 2H); 7.25 (d, 2H); 6.20 (s br, 1H); 5.03 (s, 2H); 2.38 (m br, 2H); 2.18 (m 
br, 2H); 1.71 (m br, 2H); 1.60 (m br, 2H). 

20 HPLC-MS (Method B): m/z = 630 (M+1 ). R, = 8.25 min. 

EXAMPLE 269 (general procedure ID) 

4-f3-(3-Bromo-5-trifluoromethvlphenvl)-1-(4-cvclohex-1-enylphenvl)ureidomethvn-A/-(2H- 
tetrazol-5-vl)benzamide 



1 H NMR (DMSO-cfe): 5 12.40 (s, 1H); 8.75 (s, 1H); 8.10 (s, 1H); 8.04 (d, 2H); 7.92 (s, 1H); 
7.50-7.35 (m, 5H); 7.25 (d, 2H); 6.20 (s br, 1H); 5.03 (s, 2H); 2.35 (m br, 2H); 2.15 (m br, 2H); 
1.72(mbr,2H); 1.60(mbr,2H) 




25 



Br 



30 
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HPLC-MS (Method B): m/z = 641 (M+1). R, = 8.27 min. 
EXAMPLE 270 (general procedure (D) 

441-(4-Cvclohexvlphenvl)-3-(3-fluoro-54rifluoromethvlbenzvl)ureidomethvll-A/-(2H-tetrazol-5- 
5 vDbenzamide 



1 H NMR (DMSO-d 6 ): 6 12.40 (s. 1H); 8.04 (d, 2H); 7.53 (d, 1H); 7.45 (s, 1H); 7.38 (d. 2H); 
7.24 (d, 2H); 7.12 (d. 2H); 6.69 (t, 1H); 4.90 (s, 2H); 4.30 (d, 2H); 1.80-1-65 (m, 5H); 1.50- 
10 1.15 (m,5H). 

HPLC-MS (Method B): m/z = 596 (M+1 ). R, = 7.70 min. 

EXAMPLE 271 (general procedure ID) 
15 4-f3-(3,5-Bis-trifluoromethvlphenvl)-1-(4-cvclohexylphenyl)ureidomethvll-/\/-(2H-tetrazol-5- 
vObenzamide 



1 H NMR (DMSO-d 6 ): 8 12.40 (s br, 1H); 8.95 (s, 1H); 8.25 (s, 2H); 8.05 (d, 2H); 7.62 (s, 1H); 
20 7.45 (d, 2H); 7.24 (s, 4H); 5.02 (s, 2H); 1.82-1-65 (m, 5H); 1.50-1.15 (m, 5H) 




o 




F 



F 



HPLC-MS (Method B): m/z = 632 (M+1). R, = 8.37 min. 
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EXAMPLE 272 (general procedure (D) 

4-r3-(4-Acetvlphenvl)-1-(4-cvclohexvlphenvl)ureidomethyll-/V-(2H-tetrazol-5-vl)benzamide 



5 'H NMR (300 MHz, DMSO-cfe): 5 12.35 (s br, 1H); 8.62 (s, 1H); 8.05 (d, 2H); 7.85 (d, 2H); 
7.60 (d, 2H); 7.45 (d, 2H); 7.20 (s, 4H); 5.00 (s, 2H); 1.85-1.60 (m, 5H); 1.45-1.10 (m, 6H). 

HPLC-MS (method B): m/z = 538, R, = 7.42 min. 

10 EXAMPLE 273 (general procedure ID) 

4-r3-(4-Acetvlphenvl)-1-(4-te/t-butvlcvclohexvl)ureidomethvn-A/-(2H-tetrazol-5-yl)benzamide 



1 H NMR (300 MHz, DMSO-d 6 ): 5 12.35 (s br, 1H); 8.85 (s, 1H); 8.05 (d, 2H); 7.85 (d, 2H); 
15 7.62 (d, 2H); 7.43 (d, 2H); 4.70 (s, 2H); 4.10 (t br, 1H); 1.85-0.90 (m, 9H); 0.85 (s, 9H). 




ch 3 




CH 3 



HPLC-MS (method B): m/z = 518, R, = 7.35 min. 
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EXAMPLE 274 (general procedure (D) 

4-f1-(4-te/t-Butvlcvclohexvl)-3-(3-cvanophenvl)ureidomethyl]-A/-(2H-tetrazol-5-vl)benzamide 

CH 3 
HjC-j-CHj 



5 1 H NMR (300 MHz, DMSO-cfe): 5 12.30 (s br, 1H); 8.73 (s, 1H); 8.05 (d, 2H); 7.93 (s, 1H); 
7.75 (d, 1H); 7.50-7.30 (m, 4H); 4.65 (s, 2H); 4.08 (t br, 1H); 1.83-0.90 (m, 9H); 0.85 (s, 9H). 

HPLC-MS (method B): m/z = 501, R, = 7.62 min. 

10 EXAMPLE 275 (general procedure (U) 

4-ri-(4-Cvclohexvlphenvl)-3-(3-dimethvlsulfamovlphenvl)ureidomethyl1-A/-(2H-tetrazol-5- 
vObenzamide 



15 1 H NMR (300 MHz, DMSO-c/ 6 ): 5 12.40 (s br, 1H); 8.70 (s, 1H); 8.05 (d, 2H); 7.90 (s, 1H); 
7.73 (d, 1H); 7.50-7.40 (m, 3H); 7.30 (d, 1H); 7.20 (s, 4H); 5.00 (s, 2H); 2.60 (s, 6H) 1.85- 
1.60 (m, 5H); 1.45-1.10 (m, 6H). 





HPLC-MS (method B): m/z = 603, R, = 7.08 min. 

20 
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EXAMPLE 276 (general procedure (Ljfl 

441-(4-fe/t-Butylphenyl)-3-(3<>imethvlsulfamovlphenvnureidomethvll-A/-(2H-tetrazol-5- 
vDbenzamide 



1 H NMR (200 MHz, DMSO-d 6 ): 5 12.40 (s br, 1H); 8.70 (s, 1H); 8.05 (d, 2H); 7.90 (t, 1H); 
7.70 (d, 1H); 7.55-7.35 (m, 5H); 7.30 (d, 1H); 7.23 (d, 2H); 5.00 (s, 2H); 2.60 (s, 6H) 1.28 (s, 
9H). 

10 HPLC-MS (method B): m/z = 577, R, = 6.48 min. 
EXAMPLE 277 (general procedure (U) 

4-(1-(4-Cvclohexvlphenvl)-3-r3-(piperidine-1-sulfonvl)phenyl1ureidomethvl)-A/-(2H-tetrazol-5- 
vDbenzamide 



1 H NMR (300 MHz), (DMSO-d 6 ): 5 12.40 (s br, 1H); 8.70 (s, 1H); 8.05 (d, 2H); 7.90 (s, 1H); 
7.70 (d, 1H); 7.52-7.18 (m, 8H); 5.00 (s, 2H); 2.90 (t, 4H) 1.65-1.35 (m, 6H); 1.28 (s, 9H). 




5 



15 




20 HPLC-MS (method B): m/z = 617, R, = 7.22 min. 
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EXAMPLE 278 (general procedure (U) 

4-ri-(4-Cvclohexvlphenvl)-3-(3-trifluoromethvlsulfanvlphenyl)ureidomethvll-/\/-(2H-tetrazol-5- 
vObenzamide 




1 H NMR (300 MHz, DMSO-d 6 ): 5 12.40 (s br, 1H); 8.58 (s, 1H); 8.05 (d, 2H); 7.90 (s, 1H); 
7.70 (d, 1H); 7.45 (d, 2H); 7.40 (t, 1H); 7.30-7.15 (m, 5H); 5.00 (s, 2H); 1.85-1.10 (m, 11H). 

HPLC-MS (method B): m/z = 596, R, = 8.30 min. 

10 

EXAMPLE 279 (general procedure (U) 

4-[1.(4-Cvclohexvlphenvl)-3-phenylureidomethvn-A/-(2H-tetrazol-5-vl)benzamide 




15 1 H NMR (300 MHz, DMSO-d 6 ): 8 12.35 (s br, 1H); 8.12 (s, 1H); 8.05 (d, 2H); 7.48 (d, 2H); 
7.42 (t, 1H); 7.20 (m, 6H); 6.95 (t, 1H); 5.00 (s, 2H); 1.85-1.10 (m, 11H). 



HPLC-MS (method B): m/z = 496, R, = 7.72 min. 
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EXAMPLE 280 (general procedure (U) 

4-f1>(4-Butvlphenvl)>3-phenvlureidomethyl1^(2H-tetrazol-5-vl)benzamid^ 

CR, 




~0 



5 'H NMR (300 MHz, DMSO-d 8 ): 5 12.35 (s br, 1H); 8.10 (s, 1H); 8.04 (d, 2H); 7.46 (d, 2H); 
7.42 (d, 2H); 7.30-7.10 <m, 6H); 6.95 (t, 1H); 5.00 (s, 2H); 2.55 (t, 2H); 1.55 (k, 2H); 1.32 (sx, 
2H); 0.90 (t, 3H). 

HPLC-MS (method B): m/z = 470, R, = 7.38 min. 

10 

EXAMPLE 281 (general procedure (L)) 

4-ri-(4-Butvlphenvl)-3-(3-cvanophenvnureidomethvl1-A/-(2H-tetrazol-5-vl)benzarnide 



15 'H NMR (300 MHz, DMSO-d 6 ): 5 12.35 (s br, 1H); 8.50 (s. 1H); 8.05 (d, 2H); 7.95 (s, 1H); 
7.75 (d, 1H); 7.46-7.38 (m, 4H); 7.20 (s, 4H); 5.00 (s, 2H); 2.55 (t, 2H); 1.55 (k, 2H); 1.32 (sx, 
2H); 0.90 (t, 3H). 




HPLC-MS (method B): m/z = 495, R, = 7.28 min. 

20 



WO OO/698I0 



242 



PCT/DK00/00264 



EXAMPLE 282 (general procedure ID) 
4-[3-(4-Chloro-3-trif)uoromethvlphenvl^^ 
vObenzamide 




1 H NMR (300 MHz, DMSO-cfe): 5 12.40 (s br, 1H); 8.70 (s, 1H); 8.05 (d+s, 3H); 7.80 (d, 1H); 
7.55 (d, 1H); 7.45 (d, 2H); 7.22 (s, 4H); 5.00 (s, 2H); 1.85-1.10 (m, 11H). 

HPLC-MS (method B): m/z = 598, R, = 8.55 min. 

10 

1 H NMR (MeOH-d 4 ): 5 1 .20 - 1 .50 (m, 5H), 1 .75 - 1 .90 (m, 5H), 2.55 (m, 1 H), 5.02 (s, 2H), 
7.19 (d, 2H), 7.30 (d, 2H), 7.44-7.50 (m, 3H), 7.60 (d, 1H), 7.90 (s, 1H), 7.99 (d, 2H). 

MS (APCI, neg): 596.2, 597.2, 598.2, 375.2, 376.2. 

15 

EXAMPLE 283 (general procedure ID) 
4-[3-(3-Aretvlphenyl)-1-(4-cvcto^ 




20 1 H NMR (300 MHz, DMSO-cf 6 ): 5 12.40 (s br, 1H); 8.48 (s, 1H); 8.05 (d+s, 3H); 7.68 (d, 1H); 
7.58 (d, 1H); 7.45 (d, 2H); 7.38 (t, 1H); 7.20 (s, 4H); 5.00 (s, 2H); 2.10 (s, 3H); 1.85-1.10 (m, 
11H). 



HPLC-MS (method B): m/z = 538, R t = 7.38 min. 

25 
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EXAMPLE 284 (general procedure ID) 

4-f3-(4-Chloro-3-trifluoromethylphenvl)-1-(4^^ 

tetrazol-5-vObenzamide 




1 H NMR (300 MHz, DMSO-cfe): 5 12.40 (s br, 1H); 8.90 (s, 1H); 8.05 (d+s, 3H); 7.83 (d, 1H); 
7.60 (d, 1H); 7.50-7.30 (m, 6H); 5.05 (s, 2H). 



HPLC-MS (method B): m/z = 600, R { = 7.75 min. 



EXAMPLE 285 (general procedure ID) 

4- [3-(3-Nitrophenvl)-1-(4-trifluorom 

5- vObenzamide 




1 H NMR (300 MHz, DMSO-cfe): 8 12.40 (s br, 1H); 9.00 (s, 1H); 8.48 (t, 1H); 8.05 (d, 2H); 
7.92 (d, 1H); 7.82 (d, 1H); 7.60-7.30 (m, 7H); 5.05 (s, 2H). 



HPLC-MS (method B): m/z = 543, R, = 6.62 min. 
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EXAMPLE 286 (general procedure (D) 
4-H-(4-Cyclohexvlphenvl)-3-(3-nitrop 



5 1 H NMR (200 MHz, DMSO-d 6 ): 5 12.40 (s br, 1H); 8.78 (s, 1H); 8.48 (t, 1H); 8.05 (d+s, 3H); 
7.90 (d, 1H); 7.78 (d, 1H); 7.55-7.42 (m, 3H); 7.22 (s, 4H); 5.05 (s, 2H); 1.85-1.10 (m, 11H). 

HPLC-MS (method B): m/z = 541 , R t = 7.67 min. 

10 EXAMPLE 287 (general procedure (D) 

4-H-(4-tert-Butylphenyl)-3-(3-nitrophenvl)ureidom 



1 H NMR (200 MHz, DMSO-c/ 6 ): 5 12.40 (s br, 1H); 8.82 (s f 1H); 8.48 (t, 1H); 8.05 (d, 2H); 
15 7.93 (d, 1H); 7.81 (d, 1H); 7.60-7.35 (m, 5H); 7.25 (d, 2H); 5.05 (s, 2H); 1.30 (s, 9H). 

HPLC-MS (method B): m/z = 515, R t = 7.13 min. 

EXAMPLE 288 (general procedure ID) 
20 4-ri-(4-Butvlphenyl)-3-(3-nitrophenvl)ureidomethvn-A/-(2H-tetrazol-5-yl)benzamide 






WO OO/69810 PCT/DK00/00264 

245 

'H NMR (200 MHz, DMSO-of 6 ): 5 12.40 (s br, 1H); 8.82 (s, 1H);.8.50 (t, 1H); 8.05 (d, 2H); 
7.93 (d, 1H); 7.81 (d, 1H); 7.60-7.45 (m, 3H); 7.20 (s, 4H); 5.03 (s, 2H); 2.60 (t, 2H); 1.55 (k, 
2H);1.35 (sx, 2H); 0.90 (t, 3H). 

5 HPLC-MS (method B): m/z = 51 5, R, = 7.33 min. 

EXAMPLE 289 (general procedure ID) » 

4-f1-(4-Cvclohexvlphenvl)-3-(3-ethvlsulfanvlphenvl)ureidomethyl1-/\/-(2H-tetrazol-5- 

vDbenzamide 




HPLC-MS (method B): m/z = 556, R, = 8.07 min. 

EXAMPLE 290 (general procedure (D) 
15 5-(3-(4-sec-Butvlphenvl)-3-f4-(2H-tetrazol-5-vlcarbamoyl)benzvnureidoisophtalic acid di- 
methyl ester 




CH, 



HPLC-MS (method B): m/z = 586, R, = 7.23 min. 

20 
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EXAMPLE 291 (general procedure (L)) 

4-f1-(4-Cvclohexvlphenyl)-3-(4-trifluorome^ 

benzamide 




5 

1 H NMR (DMSO-de): 5 1.1-1.4 (5H, m), 1.65-1.85 (5H, m), 5.00 (2H, s), 7.2 (6H, m) f 7.46 
(2H, d), 7.55 (2H, d), 8.04 (2H, d), 8.43 (1H, s), 12.4 (1H, bs). 

HPLC-MS (Method B): R, = 8.22 min, m/z = 580 (M +1). 

10 

Alternative method for the preparation of the title compound : 

To a solution of 4-carboxybenzaldehyde (40.2 g, 0.27 mol) in DMF (400 mL) was added A/- 
ethyl-N-3-dimethylaminopropylcarbodiimide (65.5 g, 0.33 mol) followed by 5-aminotetrazol 
monohydrate (36.6 g, 0.35 mol). The mixture was stirred for 24 hours at ambient tempera- 
15 ture. The reaction volume was then reduced to one half by rotary evapoation, and water (800 
mL) was added. The precipitate was collected by filtration, washed with cold acetonitrile and 
dried overnight in a vacuum oven to afford 46.0 g (80%) of 4-formyl-A/-(2/-/-tetrazol-5-yl)benz- 
amide. 

20 'H NMR (DMSO-cfe): 6 8.08 (d, 2H); 8.26 (d, 2H); 10.15 (s, 1H); 12.68 (bs, 1H). 

4-Formyl-/V-(2H-tetrazol-5-yl)benzamide (8.94 g, 41.2 mmol) was dissolved in DMF (50 mL) 
by gentle heating. A solution of 4-cyclohexylaniline (7.20 g, 41.2 mmol) in methanol (100 mL) 
was added and a turbid suspension was formed. The suspension was heated to 70°C for 1 
25 hour. Acetic acid (50 mL) and sodium cyanoborohydride (2.0 g, 31.7 mmol) was then added. 
The turbid suspension was heated to 70°C for an additional hour, before being cooled to 0°C 
on an ice bath. The insoluble material was collected by filtration and washed twice with wa- 
ter, before being dried overnight in a vacuum oven to afford 12.94 g (83.5%) of 4-[(4- 
cyclohexylphenylamino)methyl]-A/-(2H-tetrazol-5-yl)benzamide. 



30 
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1 H NMR (DMSO-d 6 ): 8 1.28 (m, 5H); 1.68 (m, 5H); 2.28 (m, 1H); 4.32 (s, 2H); 6.17 (bs, 1H); 
6.48 (d, 2H); 6.88 (d, 2H); 7.52 (d, 2H); 8.03 (d, 2H); 12.30 (s, 1H). 

To a suspension of 4-[(4-cyclohexylphenylamino)methyl]-A/-(2H-tetrazol-5-yl)benzamide 
5 (12.5 g, 33.2 mmol) in DMF (120 mL) was added 4-trifluoromethoxyphenyl isocyanate (6.8 g, 
33.2 mmol). A clear solution was obtained upon heating to 80°C. After 30 minutes heating at 
80°C, the solution was allowed to cool to room temperature. Solvent was removed by rotary 
evaporation, and the residual oil taken up into hot acetonitrile (500 mL). The title material, 
which separated out upon cooling, was collected by filtration and washed twice with cold ace- 
10 tonitrile to afford 1 5.32 g (80.0%) of the title compound . 

1 H NMR (DMSO-cfe): 8 1.35 (m, 5H); 1.78 (m, 5H); 2.42 (m, 1H); 4.96 (s, 2H); 7.20 (s, 4H); 
7.24 (d, 2H); 7.47 (d, 2H); 7.55 (d, 2H); 8.02 (d, 2H); 8.44 (s, 1H); 12.35 (s, 1H). 

15 EXAMPLE 292 (general procedure ID) 

4-f1-(4-Butvlphenvl)-3-(4-trifluoromethoxyphenvl)ureidomethvn-A/-(2H-tetrazol-5-vl)- 



20 1 H NMR (DMSO-de): 8 0.90 (3H, t), 1.33 (2H, sixtet), 1.56 (2H, pentet), 2.55 (2H, partly hid- 
den by DMSO), 5.00 (2H, s), 7.20 (4H, s), 7.23 (2H, d), 7.45 (2H, d), 7.57 (2H, d), 8.02 (2H, 
d), 8.36 (1H, s), 12.4 (1H, bs). 



benzamide 




HPLC-MS (Method B): R t = 7.85 min, m/z = 554 (M +1). 

25 
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EXAMPLE 293 (general procedure (D) 

4-f1-(4-terf-BuWlphenvl)-3-(3-methvlsulfanvlphenvl)ureidomethyl1-A/-(2H-tetrazo 
benzamide 



1 H NMR (DMSO-d 6 ): 5 1.28 (9H. s), 2.43 (3H, s), 5.01 (2H, s), 6.36 (1H, d), 7.15-7.25 (4H, 
m), 7.40 (3H, m), 7.48 (2H, d), 8.04 (2H, d). 8.25 (1H. s). 12.4 (1H, bs). 

HPLC-MS (Method B): R, = 7.42 min, m/z = 516 (M +1). 

10 

EXAMPLE 294 (general procedure (D) 

441-(4-te/t-ButYlphenvl)-3-(3-trifluoromethvlphenvl)ureidomethvll-A/-(2H-tetrazot-5-vl)- 
benzamide 



1 H NMR (DMSO-d 6 ): 8 1.30 (9H, s), 5.01 (2H, s), 7.25 (2H, d), 7.30 (1H, d), 7.4-7.5 (5H. m), 
7.75 (1H, m), 7.93 (1H, s). 8.05 (2H, d), 8.62 (1H, s). 12.4 (1H, bs). 

HPLC-MS (Method B): R, = 7.58 min, m/z = 538 (M +1). 

20 




5 




15 
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EXAMPLE 295 (general procedure (D) 

4-[1-(4-tert-Butvlphenvl)-3-(3-cvanophenvl)ureidomethvl1-/V-(2H4etrazol-5-vl)benzamide 



5 1 H NMR (DMSO-d 6 ): 5 1 .28 (9H, s), 5.00 (2H, s), 7.24 (2H, d), 7.4-7.5 (6H. m), 7.77 (1 H, dt), 
7.94 (1H, s), 7.93 (1 H, s), 8.04 (2H, d), 8.60 (1H, s), 12.3 (1H, bs). 

HPLC-MS (Method B): R, = 6.83 min, m/z = 495 (M +1). 

10 EXAMPLE 296 (general procedure (L)) 

441-(4-tert-Butvlphenvl)-3-(3-chlorophenvl)ureidomethyl1-A/-(2H-tetrazol-5-vl)benzamide 



1 H NMR (DMSO-d 6 ): 5 1.28 (9H, s), 5.01 (2H, s), 7.00 (1H, d), 7.2-7.25 (3H, m), 7.35-7.4 (3H, 
15 m), 7.47 (2H, d), 7.64 (1H, t), 8.05 (2H, d), 8.43 (1H, s), 12.4 (1H, bs). 





HPLC-MS (Method C): R, = 5.38 min, m/z = 504 (M +1). 
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EXAMPLE 297 (general procedure (D) 

4-r3-(3-Acetvlphenvl)-1-(4-terf-buWlphenvl)ureidomethvl1-A/-(2H-tetrazol-5-yl)benzamide 




5 1 H NMR (DMSO-t/ 6 ): 6 1.28 (9H, s), 2.53 (3H, s), 5.03 (2H, s), 7.24 (2H, d), 7.4 (3H, m), 7.48 
(2H, d), 7.57 (1H, d), 7.78 (1H, d), 8.0-8.05 (3H, m), 8.49 (1H, s), 12.4 (1H, bs). 



HPLC-MS (Method C): R, = 4.75 min, m/z = 512 (M +1 ). 

10 EXAMPLE 298 (general procedure ID) 

4-f1-(4-Cvclohexvlphenvl)-3-(4-methvlsulfanylphenvl)ureidomethvn-A/-(2H-tetrazol-5-vl)- 



benzamide 




15 1 H NMR (DMSO-de): 8 1.1-1.4 (5H, m), 1.6-1.8 (5H, m), 2.40 (3H, s), 5.00 (2H, s), 7.2 (6H, 
m), 7.40 (2H, d), 7.46 (2H, d). 8.04 (2H, d), 8.20 (1H. s), 8.0-8.05 (3H, m), 8.49 (1H, s), 12.3 
(1H, bs). 



HPLC-MS (Method C): R, = 5.73 min, m/z = 542 (M +1 ). 

20 
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EXAMPLE 299 (general procedure ID) 

4-H-(4-Cvclohexvlphenyl)-3-(3^ 

tetrazol-5-vl)benzamide 




HPLC-MS (method B): m/z: 582, R t = 8.28 min. 

EXAMPLE 300 (general procedure (D) 

4-ri-(4-Cyclohexvlphenyl)-3-(3-cyclopentylsu^ 

vDbenzamide 




HPLC-MS (method B): m/z: 596, R t = 8.70 min. 

EXAMPLE 301 (general procedure (D) 

4-f1-(4-CvclohexylphenyD-3-(4-trifluoromethylsute^ 

vDbenzamide 




1 H NMR (300 MHz, DMSO-d 6 ): 8 8.63 (s,1H); 8.04 (d,2H); 7.64 (d,2H); 7.56 (d,2H); 7.23 
(d t 2H); 7.18 (d,2H); 4.49 (s2H); 1.80 (m,4H); 1.69 (m,1H); 1.38 (m, 4H); 1.27 (m, 1H). 
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HPLC-MS (method B) m/z = 596, R,= 8.58 min. 

EXAMPLE 302 (general procedure (L)) 
5 4-f1-(4-Cyclohexvlphenvl)-3-(3-methvlsulfanvlphenM^ 
vQbenzamide 



1 H NMR (DMSO-d 6 ): 8 8.22 (s, 1H), 7.95 (d, 2H), 7.40 (d, 3H), 7.25-7.10 (m, 6H), 6.83 (d, 
10 1H), 4.97 (s, 2H), 4.02 (m, 1H), 2.42 (s, 3H), 1.85-1.15 (m, 10H). 

HPLC-MS (method B): m/z: 542, R, = 7.92 min. 

EXAMPLE 303 (general procedure (D) 
15 4-ri-(4-Cvclohexvlphenvl)-3-(3-trifluoromethylsulfonvlphenvl)ureidomethyl1-A/-(2H-tetrazol-5- 
vDbenzamide 



1 H NMR (DMSO-d 6 ): 5 12.4 (s, 1H), 8.90 (s, 1H), 8.32 (s, 1H), 8.1 1 (d, 1H), 8.03 (d, 2H) t 7.70 
20 (m, 2H), 7.45 (d, 2H), 7.23 (s, 4H), 5.00 (s, 2H), 1.85-1.15 (m, 10H). 





HPLC-MS (method B): m/z: 628, R» = 8.05 min. 
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EXAMPLE 304 (general procedure (D) 

4-ri-(4-Cyclohexvlphenvl)-3-(3 1 5-dichlorophenyl)ur^^^ 

vDbenzamide 




1 H NMR (DMSO-d 6 ): 5 12.25 (s, 1H), 8.61 (s, 1H), 8.02 (d, 2H), 7.60 (s, 2H), 7.45 (d, 2H), 
7.21 (dd, 4H), 7.15 (s, 1H), 4.97 (s, 2H), 1.85-1.15 (m, 10H). 

HPLC-MS (method B): m/z: 564, R, = 8.62 min. 

10 

EXAMPLE 305 (general procedure ID) 

4- f1-(4-Cyclohexvlphenvl)-3-(3-methylsulfonv^ 

5- vl)benzamide 




15 

Preparation of intermediary 3-methvlsulfonyl-4-methylaniline: 

Under a nitrogen atmosphere, thionylchloride (4ml, 58 mmol) and methanesulphonic acid (9 
mL, 146 mmol) were refluxed for 90 min. 4-Nitrotoluene (4 g, 29 mmol) and triflouromethane- 
sulphonic acid (200 uL, 3 mmol) were added and the mixture was allowed to stand for 48 

20 hours at 120°C. The mixture was cooled to 0°C and water (50 mL) was carefully added, fol- 
lowed by addition of ethyl acetate (150 mL). The organic phase was separated and extracted 
with a saturated solution of sodium hydrogencarbonate (2 x 50 mL) and water (2 x 50 mL). 
The organic phase was dried (MgS0 4 ) and concentrated in vacuo . The residue was purified 
by flash chromatography (heptane/ethylacetate,1:1) to give 0.75 g of 2-methylsulfonyl-1- 

25 methyl-4-nitrobenzene. 
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1 H NMR (400 MHz, DMSO-c/ 6 ): 5 278 (3H, s); 3.35 (3H, s); 7.78 (1H, d); 8.47(1 H, dd); 8.63 
(1H,s). 

5 2-Methylsulfonyl-1-methyl-4-nitrobenzene (500 mg, 2.3 mmol) was dissolved in absolute 
ethanol (15 ml_). Stannous chloride (2.6 g, 11.6 mmol) was added and the reaction mixture 
was stirred at 75°C for 4 hours. The mixture was poured into water (50 mL), pH was adjusted 
with a saturated solution of sodium carbonate to basic reaction, followed by addition of ethyl 
acetate (150 mL). The organic phase was extracted with water (2 x 50 mL), dried (MgS0 4 ) 
10 and concentrated in vacuo to give 0.36 g of 3-methylsulfonyl-4-methylaniline as an oil. 

1 H NMR (300 MHz, DMSO-ofe): 8 2.42 (3H, s); 3.11 (3H, s); 5.42 (2H, s); 6.75(1 H, dd); 7.06 
(1H,d);7.16(1H,d). 

15 From 3-methylsulfonyl-4-methylaniline the corresponding isocyanato compound was pre- 
pared as described above. The isocyanato compound was used in step D of the general pro- 
cedure (L) for the preparation of the title compound . 

'H NMR (DMSO-cfe): 8 12.35 (s, 1H), 8.05 (d, 2H), 7.52 (d, 2H), 7.39 (d, 2H), 6.49 (d, 1H), 
20 4.35 (s, 2H), 2.30 (m, 1H), 2.09 (s, 3H), 1.85-1.15 (m, 10H). 

HPLC-MS (method B): m/z: 589, R t = 7.0 min. 

EXAMPLE 306 (general procedure (L)) 
25 4-{1 -(4-CyclohexYlphenvl)-3-f3-( 1 -hvdroxvethvl)phenvl1ureidomethvl>-A/-(2H-tetrazol-5- 
vhbenzamide 



The title compound was prepared using 3-acetylphenylisocyante to give 4-{1-(4-cyclohexyl- 
30 phenyl)-3-[3-acetylphenyl]ureidomethyl}-A/-(2H-tetrazol-5-yl)benzamide followed by solution 
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phase reduction of the 3-acetyl group using sodium borohydride in methanol as reducing 
agent. 

'H NMR (DMSO-ofe): 6 12.35 (s, 1H), 8.15 (s. 1H), 8.03 (d. 1H), 7.46 (d, 2H), 7.39 (s, 1H), 
5 7.32 (d, 1H), 7.20 (m, 5H), 6.90 (d, 1H), 5.10 (d, 1H), 5.00 (s, 2H), 4.63 (m, 1H), 1.85-1. 15 (m, 
13H). 

HPLC-MS (method B): m/z: 540, R, = 6.9 min. 

10 MA: calculated for C30H33N7O3: 

66.77% C, 6.16% H, 18.17% N; Found: 
66.52% C, 6.21% H, 17.93% N. 

EXAMPLE 307 (general procedure (D) 
15 4-ri-(4-Cvclohex-1-envlphenvl)-3-(4-trifluoromethoxyphenvl)ureidomethvll-/\/-(2H-tetrazol-5- 
vQbenzamide 




1 H NMR (DMSO-de): 5 8.45 (s, 1H). 7.95 (d, 2H), 7.55 (d, 2H), 7.40 (dd, 4H), 7.20 (dd, 4H), 
20 6.18 (t, 1H), 5.00 (s, 2H), 2.35 (m, 2H), 2.18 (m, 2H), 1.72 (m, 2H), 1.60 (m, 2H). 



HPLC-MS (method B): m/z: 578, R, = 7.83 min. 
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EXAMPLE 308 (general procedure (U) 
441-(4-Cvclohex-1-enylphenyl)-3-(3-nitrophenyl)ureidom 



5 1 H NMR (DMSO-de): 8 8.79 (s, 1H), 8.48 (s, 1H), 7.95 (m, 3H), 7.80 (d, 1H), 7.51 (t, 1H) t 7.42 
(dd, 4H), 7.22 (d, 2H), 6.19 (t, 1H), 5.00 (s, 2H), 2.35 (m, 2H), 2.18 (m, 2H), 1.72 (m, 2H), 
1.60 (m,2H). 

HPLC-MS (method B): m/z: 539, R t = 7.3 min. 

10 

EXAMPLE 309 (general procedure (L)) 

4_(1_(4-fert.Butylphenvl)-3-f3-(^ 

vDbenzamide 



15 

The title compound was prepared using 3-acetylphenylisocyante to give 4-{1-(4-terf-butyl- 
phenyl)-3-[3-acetylphenyl]ureidomethyl}-/V-(2H-tetrazol-5-yl)benzamide followed by solution 
phase reduction of the 3-acetyl group using sodium borohydride in methanol as reducing 
agent, before cleavage from the support. 

20 

1 H NMR (DMSO-ofe): 8 8.18 (s, 1H), 8.03 (d, 2H), 7.48 (d, 2H), 7.39 (d, 2H), 7.32 (d, 1H), 7.20 
(d, 2H), 7.15 (t, 1H), 6.90 (d, 1H), 5.10 (d, 1H), 5.00 (s, 2H), 4.63 (m, 1H), 1.3 (s, 9H). 

HPLC-MS (method B): m/z: 514, R t = 6.2 min. 

25 
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EXAMPLE 310 (general procedure ID) 

441-(4-Cyclohex-1-envlphenvl)-3-(3-methvlsulfonvlp^^^ 

vDbenzamide 



HPLC-MS (method B): m/z: 572, R, = 6.4 min. 

n H NMR (DMSO-d 6 ): 5 12.3 (s, 1H), 9.08 (s, 1H), 8.25 (s, 2H), 8.03 (d, 2H) f 7.61 (s, 1H), 7.42 
(d, 2H), 7.11 (s, 1H), 4.65 (s. 2H), 4.08 (m, 1H),1.80-0.75 (m, 9H), 0.81 (s, 9H) 

10 

HPLC-MS (method B): m/z: 612, R t = 8.5 min. 

MA: calculated for C 2 aH3iF 6 N 7 0 2 : 
54.99% C; 5.11% H; 16.03% N; Found: 
15 54.62% C; 5.15% H; 15.85% N. 

EXAMPLE 31 1 (general procedure ID) 

4'r3-f3-(terf-Butvldimethvlsilanvloxvmethvl)-4-trifluoromethoxyphenvl1-1-(4-cvclohexvlphenvlV 
ureidomethvll-A/-(2H-tetrazol-5-yl)benzamide 




5 




20 



F 



Fuming nitric acid (5 mL) was cooled on an ice bath. Methyl 2-(trifluoromethoxy)benzoate (5 
g, 22.7 mmol) was slowly added within 30 minutes keeping the temperature below 15°C. The 
reaction was then stirred at 60°C for 1 hour and 2 hours at room temperature. The mixture 
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was poured on ice water whereupon an oil separated. The aqueous supernatant was de- 
canted and additional water (50 mL) was added to the oil. After neutralisation with sodium 
hydrogen carbonate, the mixture was extracted with ethyl acetate (25 mL). The aqueous 
phase was extracted with ethyl acetate (15 mL) once more. The combined organic phases 
5 were washed with saturated sodium chloride (2 x 15 mL), dried (MgS0 4 ), and concentrated 
in vacuo to give 5.69 g of 5-nitro-2-trifluoromethoxybenzoic acid methyl ester. 

1 H NMR (DMSO-d 6 ): S 3.93 (3H, s), 7.82 (1H, d), 8.58 (1H, d), 8.67 (1H, s) 

10 HPLC-MS (method B): m/z: 266; Rt = 6.0 min. 

5-Nitro-2-trifluoromethoxybenzoic acid methyl ester (5.69 g, 21.5 mmol) was dissolved in 
ethanol 99.9% (80 mL) and stannous (II) chloride dihydrate (24.2 g, 107 mmol) was added. 
The suspension was stirred on an oil-bath at 75°C for 2 hours and concentrated in vacuo . 

15 Ethyl acetate (100 mL) and water (50 mL) was added and pH was adjusted to pH 8 with 4N 
sodium hydroxide (50 mL). The liquid was decanted from the precipitation. The precipitate 
was washed twice with ethyl acetate. The aqueous phase was extracted twice with ethyl ace- 
tate (60 mL). The combined organic phases were washed with a saturated sodium chloride 
solution (2 x 100 mL), dried (MgS0 4 ) and concentrated in vacuo . Purification by column 

20 chromatography (120 g silica) using ethyl acetate and heptane (1:1) as eluent afforded 3.8 g 
of 5-amino-2-trifluoromethoxybenzoic acid methyl ester. 

1 H NMR (DMSO-d 6 ): 8 3.82 (3H,s), 5.63 (2H, s), 6.79 (1H, d), 7.07 (1H, s), 7.11 (1H, d) 
25 HPLC-MS (method B): m/z: 236, Rt = 4.6 min. 

5-Amino-2-trifluoromethoxybenzoic acid methyl ester (3.0 g, 12.8 mmol) was dissolved in 
THF (20 mL) in a three-necked flask equipped with a thermometer and an addition funnel 
under nitrogen. Under stirring and ice-cooling lithium aluminum hydride (1M in THF, 15 mL) 
30 was added dropwise within 10 minutes. Stirring was continued at room temperature for 1hr, 
and the reaction was concentrated in vacuo . The residue was suspended in dichloromethane 
(150 mL) and water (50 mL), then filtered through celite, washed with dichloromethane and 
water. The filtrate was separated, and the water phase was extracted once more with di- 
chloromethane (30 mL). The combined organic phases were washed with water (2 x 20 mL), 
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dried (MgS0 4 ) and concentrated in vacuo to give 2.47 g of (5-amino-2-trifluoromethoxy- 
phenyl)methanol. 

1 H NMR (DMSO-cfe): 5 3.92 (2H, d), 5.18 (1H, t), 5.28 (2H, s), 6.45 (1H, d), 6.91 (1H, d) 

5 

HPLC-MS (method B): m/z: 208, Rt = 7.2 min. 

5-Amino-2-trifluoromethoxyphenyl)methanol (1.2 g, 5.8 mmol) was dissolved in DMF (5 mL) 
and imidazole (0.48 g, 7.1 mmol) and tert-butyldimethylsilyl chloride (0.99 g, 6.6 mmol) were 

10 added. The reaction mixture was stirred for 16 hours and water (20 mL) was added. The mix- 
ture was extracted with ethyl acetate (2 x 50 mL) and the combined organic phases were 
washed with water (10 mL), citric acid (10 mL, 10%) and water (2x10 mL), dried (MgS0 4 ) 
and concentrated in vacuo . The residue was purified by column chromatography (1 10g, sil- 
ica) using ethyl acetate and heptane (1:3) as eluent to give 1.2 g of 3-(fert- 

15 butyldimethylsilanyloxymethyl)-4-trifluoromethoxyaniline. 

1 H NMR (DMSO-d 6 ): 5 0.82 (9H, s), 3.25 (6H, s), 4.52 (2H,s), 5.23 (2H, s), 6.41 (1H, d), 6.61 
(1H, s), 6.86 (1H,d) 

20 HPLC-MS (method B): m/z: 322; Rt = 7.17 min. 

Triphosgene (0.09 g, 0.31 mmol) was dissolved in dichloromethane (2 mL) under nitrogen 
and cooled on ice. 3-(terf-Butyldimethylsilanyloxymethyl)-4-trifluoromethoxyphenyl amine 
(0.3 g, 0.93 mmol) was evaporated twice with toluene and dissolved in dichloromethane (2 

25 mL) and diisopropylethylamine (0.32 mL, 1.86 mmol) was added. This solution was then 

added to the solution of triphosgene, and after 2 hours at room temperature a slurry of 4-[(4- 
cyclohexylphenylamino)methyl]-A/-(2H-tetrazol-5-yl)benzamide (0.35 g, 0.93 mmol) in DMF (6 
mL) was added. Before adding 4-[(4-cyclohexylhenylamino)methyl]-/V-(2/-/-tetrazol-5-yl)benz- 
amide this was concentrated twice from toluene to remove any content of water. The mixture 

30 was stirred under nitrogen at 80°C for 2 hours and concentrated in vacuo , and the residue 
was extracted with dichloromethane (80 mL) and citric acid (25 mL, 10%). The aqueous 
phase was extracted with dichloromethane (30 mL) and the combined organic phases were 
washed with citrus acid (3 x 25 mL, 10%), dried and concentrated in vacuo . The residue was 
purified by column chromatography (35 g silica) using dichloromethane and 10% ammonia in 
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ethanol 85:15 as eluent to give 97 mg of 4-[3-[3-(tert-butyldimethylsH 
fluoromethoxyphenyl]-1-(4-cyd 

'H NMR (DMSO-d 6 ): 5 0.08 (6H, s), 0.89 (9H, s), 1.17-1.45 (5H, m), 1.67-1.82 (5H, m), 4.67 
5 (2H, s), 5.00 (2H, s), 7.16-7.25 (5H, m), 7.45 (3H, d), 7.63 (1H, s), 8.02 (2H, d), 8.44 (1H, s) 
11.97 (1H, broad). 

HPLC-MS (method B): m/z: 610 (without dimethyl-terf-butylsilyl). 

10 EXAMPLE 312 (general procedure ID) 

4-f1-(4-fe/t-BuWlphenvl)-3-(3-methvlsulfonvl-4-trifluoromethoxyphenvl)ureidomethvl]^ 
tetrazol-5-yl)benzamide 



15 Synthesis of 3-methylsulfonvl-4-trifluoromethoxvphenyl isocvanate 

To a solution of methyl iodide (59.0 g, 0.41 mol) in DMF (150 mL) was added potassium car- 
bonate (23.0 g, 0.16 mol). 2-(Trifluoromethoxy)thiophenol (16.0 g, 0.08 mol) was added in 
portions during 30 minutes. The reaction mixture was then stirred vigorously overnight. Water 
(250 mL) was added. The reaction mixture was extracted with ethyl acetate (2 x 150 mL). 

20 The combined organic phases were extracted with a 50% saturated aqueous solution of so- 
dium chloride (4 x 100 mL), dried (MgS0 4 ), and concentrated in vacuo to give 15.0 g of 1- 
methylsulfanyl-2-trifluoromethoxybenzene. 

1-Methylsulfanyl-2-trifluoromethoxybenzene (15.0 g, 72 mmol) was dissolved in dichloro- 
25 methane (200 mL) and m-chloroperoxybenzoic acid (39.0 g, 216 mmol) was added in small 
portions during 30 minutes. The reaction mixture was then allowed to stand overnight. Di- 
chloromethane (200 mL) was added followed by slow addition of sodium hydroxide (2N, 200 
mL). The organic phase was separated and extracted with sodium hydroxide (2ISI, 3 x 150 
mL), dried (MgS0 4 ) and concentrated in vacuo to give 15.8 g of 1-methylsulfonyl-2- 
30 trifluoromethoxybenzene. 




o 



F 
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1 H NMR (400 MHz, CDCI 3 ): 8 8.11 (d, 1H); 7.71 (t, 1H); 7.48 (m, 2H) 3.23(s 1H). 

MA: Calculated for CaH 7 F30 3 S: 
5 40.00 % C, 2.94 % H; Found 
40.22 % C, 2.92 % H. 

m.p. 44-46 °C. 

10 1-MethylsulfonyI-2-trifluoromethoxybenzene (15.7 g, 65 mmol) was dissolved in concentrated 
sulfuric acid (27 mL) and the solution was heated to 40 °C. Nitric acid (100%, 27 mL) was 
added dropwise over 45 minutes. The reaction mixture was allowed to stand overnight at 60 
°C, cooled, and then poured on crushed ice (300 mL). The precipitated product was isolated 
by filtration, washed with water (10 x 50 mL) and dried (MgS0 4 ), affording 17.5 g of 3- 

1 5 methylsulfonyl-4-trifluoromethoxynitrobenzene. 

1 H NMR (400 MHz, DMSO-d 6 ): 5 8.69 (d, 1H); 8.64 (d, 1H); 7.95 (d, 1H) 3.45 (s 3H). 

MA: calculated for C 8 H 6 F3N0 5 S: 
20 33.69% C, 2.12% H, 4.91% N; Found 
33.91% C, 2.08% H, 4.92% N. 

m.p. 102-104 °C. 

25 3-Methylsulfonyl-4-trifluoromethoxynitrobenzene (17.5g) was dissolved in methanol (400 mL) 
followed by addition of palladium on carbon (10%, 50% water, 3.2 g). The reaction mixture 
was hydrogenated for 17 hours at 1 atm of hydrogen, filtered and concentrated in vacuo to 
give 14.3 g of 3-methylsulfonyl-4-trifluoromethoxyaniline. 

30 1 H NMR (400 MHz, DMSO-d 6 ): 8 7.26 (d, 1H); 7.14 (d, 1H); 6.85 (dd, 1H) 5.89(s, 2H) 3.21(s, 
3H). 

MA: calculated for C 8 H8F 3 N03S: 
37.65% C. 3.16% H, 5.49% N; Found, 
35 37.65% C, 3.14% H, 5.45% N. 
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m.p. 106-109 °C. 

To 3-methylsulfonyl-4-trifluoromethoxyaniline (2.0 mmol, 500 mg) dissolved in ethyl acetate 
5 (6 ml) was added 3N HCI in ethyl acetate (5 ml) followed by concentration in vacuo . The 
residue was treated with toluene (3x5 mL) and each time concentrated in vacuo . To the 
residue was added toluene (10 mL) and trichloromethyl chloroformate (6 mmol, 0.73 mL), 
and under a N 2 .atmosphere the suspension was gently refluxed for 2 hours at 120°C. Addi- 
tional trichloromethyl chloroformate (6 mmol, 0.73 mL) was added and refluxing was contin- 
10 ued overnight. The reaction mixture was concentrated in vacuo to afford 3-methylsulfonyl-4- 
trifluoromethoxyphenyl isocyanate. 

Synthesis of 4-f 1 -(4-te/t-butvlphenyl)-3-(3-methvlsulfonyl-4-trifluoromethoxyphenvl)ureido- 
methvn-A/-(2H-tetrazol-5-yl)benzamide 
15 3-methylsulfonyl-4-trifluoromethoxyphenyl isocyanate was used without further characterisa- 
tion for the preparation of the title compound . 

1 H NMR (300 MHz, DMSO-d 6 ): 5 10.72 (s, 1H); 10.38 (s, 1H); 8.51 (d, 1H); 8.28 (dd, 1H); 
7.93 (d, 2H), 7.67 (dd 1H), 7.46 (d, 2H), 7.42 (d, 2H), 7.23 (d, 2H); 5.08 (s, 2H); 1.28 (s, 9H). 

20 

HPLC-MS (method B) m/z = 632, R t = 6.98 min. 

The following examples were made similarly as described in example 312. 

25 EXAMPLE 313 (general procedure (D) 

4-f1-(4-^erf-Butvlcyclohexvl)-3-(3-methvlsulfonyl-4-trifluoromethoxyphenvl)ureidomethvn-A/- 
(2/-/-tetrazol-5-vl)benzamide 

CH 3 
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1 H NMR (300 MHz, DMSO-d 6 ): 8 12.25 (s, br, 1H); 8.95 (s, 1H); 8.19 (d, 1H), 8.04 (d 2H), 
7.42 (d, 2H), 4.68 (s, 2H), 4.09 (t, br, 1H); 3.28 (s, 3H); 0.82 (s, 9H). 

HPLC-MS (method B) m/z = 638, R, = 7.37 min. 

5 

EXAMPLE 314 (general procedure (D) 

4-f1-(4-Cvclohexvlphenvl)-3-(3-methvlsulfonvM-trifluoromethoxvphenvl)ureidomethvll-/V-(2H- 
tetrazol-5-vl)benzamide 




10 

1 H NMR (300 MHz, DMSO-d 6 ): 8 10.72 (s. 1H); 10.38 (s. 1H); 8.51 (d, 1H), 8.28 (dd 1H), 
7.93 (d, 2H), 7.67 (dd,1H), 7.46 (d, 2H) 7.23 (s, 4H); 5.06 (s, 2H); 

HPLC-MS (method B) m/z = 658, R, = 7.47 min. 

15 

EXAMPLE 315 (general procedure (L» 

4-f1-(4-Cvclohex-1-envlphenvl)-3-(3-methvlsulfonvl-4-trifluoromethoxyphenyl)ureidomethyl]- 
A/-(2H-tetrazol-5-vl)benzamide 




20 

1 H NMR (400 MHz, DMSO-d 6 ): 8 10.72 (s, 1H);10.46 (s,1H), 8.52 (d, 1H); 8.28 (dd, 1H),7.93 
(d,2H), 7.46 (d,2H), 7.41 (d,2H), 7.23 (d,2H), 6.18 (s, 1H), 3.27 (m, 2H), 2.18 (m, 2H), 1.71 
(m, 2H), 1.6 (m, 2H) 

25 HPLC-MS (method B) m/z = 656, R, = 7.23 min. 



i 
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EXAMPLE 316 (general procedure (U) 

4-f3-(3,5-Dichlorophenvl)-1-(4-piperi^^ 

benzamide 



1 H NMR (DMSO-d 6 ): 5 4.90 (2H, s), 6.91 (2H, d), 7.07 (2H, d), 7.13 (1H, t), 7.44 (2H, d), 7.65 
(2H,d), 8.02 (2H,d), 8.28 (1H,s). 

10 HPLC-MS (Method B): m/z = 565 (M+1), R t = 4.37 min. 

EXAMPLE 317 (general procedure (U) 

4-[3-(3-Methvlsulfanvlphenvl)-H^ 

benzamide 



1 H NMR (DMSO-d 6 ): 5 4.97 (2H, s), 6.83 (1H, d), 6.95-7.25 (6H, m), 7.4-7.5 (3H, m), 7.95 
(1H,s), 8.00 (2H,d), 12.4 (1H,s). 




ci 




20 HPLC-MS (Method B): m/z = 543 (M+1), R t = 4.72 min. 
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EXAMPLE 318 (general procedure ID) 

4-f1-(4-Piperidin-1-ylphenyl)-3-(4-trifluorom 

benzamide 



1 H NMR (DMSO-d 6 ): 5 1.5-1.6 (6H, m), 3.15 (4H, bs), 4.93 (2H, s), 6.94 (2H, d), 7.10 (2H, d), 
7.22 (2H, d), 7.45 (2H f d), 7.55 (2H t d), 8.03 (2H, d), 8.10 (1H, s), 12.4 (1H, s). 

HPLC-MS (Method B): m/z = 581 (M+1), R t = 5.02 min. 

10 

EXAMPLE 319 (general procedure ID) 

441-(4-Cvcfohewlphenyl)-3-(3-methox 
tetrazol-5-yl)benzamide 



1 H NMR (DMSO-d 6 ): 8 12.40 (br s t 1H); 8.60 (s, 1H); 8.05 (d, 2H); 7.52 (s, 1H); 7.48 (s, 1H); 
7.46 (d, 2H); 7.20 (dd, 4H); 6.80 (s, 1H); 5.03 (s, 2H); 3.78 (s, 3H); 1.85-1.60 (m, 5H); 1.50- 
1.15 (m,5H). 




5 




20 HPLC-MS (Method B): m/z = 594 (M+1 ). R t = 7.92 min. 
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EXAMPLE 320 (general procedure (D) 

4-f1-(4-Cyclohexvlphenyl)-3-(5-methvlsulfonvlthiophen-2-vl)-ure^^ 
vObenzamide 




1 H NMR (DMSO-d 6 ): 6 12.40 (s, 1H); 10.10 (s, 1H); 8.06 (d, 2H); 7.42 (m, 3H); 7.28 (d, 2H); 
7.19 (d, 2H); 6.70 (d, 1H); 3.20 (s, 3H); 1.75-1.60 (m, 5H); 1.50-1.10 (m, 5H). 

HPLC-MS (Method B): m/z = 580 (M+1 ). R, = 6.45 min. 

10 

EXAMPLE 321 (general procedure (D) 

4-f3-(3.5-Bis(methvlsulfonvl)phenvn-1-(4-cvclohexvlphenvl)-ureidomethvll-A/-(2H-tetrazol-5- 
vObenzamide 




15 

'H NMR (DMSO-d 6 ): 8 8.45 (s, 2H); 8.05-7.95 (m, 3H); 7.50-7.42 (m, 2H); 7.22 (dd, 4H); 5.00 
(s, 2H); 1.90-1.70 (m, 5H); 1.45-1.30 (m, 5H). 



HPLC-MS (Method B): m/z = 652 (M+1). R, = 6.33 min. 

20 
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Preparation of 3 t 5-bis(methylsulfonyl)phenylamine: 

CH 3 <pH 3 CH 3 CH 3 

HS^^SH Mel,K 2 C0 3 9 H 3 9 H o HNQ 3 H 2 Pd/C HCI 

CH 3 CN [I^J H 2 S0< MeOH EtOAc 

_„N* NK+CI- 
O O 

1 ,3-Bis-benzenethiol (5 g, 35.2 mmol) was dissolved in acetonitrile (50 mL) and added iodo- 
methane (4.62 mL, 73.9 mmol) and potassium carbonate (10.7 g, 77.4 mmol). Upon stirring 
5 overnight at 25°C, the mixture was filtered and the solvent removed in vacuo . The residue 
was partitioned between water (100 mL) and ethyl acetate (100 mL). The aqueous layer was 
extracted with ethyl acetate (2 x 50 mL) and the combined organic extracts were dried with 
MgS0 4 and evaporated. The residue was distilled at 17 torr, 138°C affording 1,3- 
bis(methylsulfanyl)benzene (3.20 g). 

10 

The above 1,3-bis(methylsulfanyl)benzene (3.20 g) was dissolved in H 2 S0 4 (8 mL) and 
cooled on an ice bath. A mixture of H 2 S0 4 and HN0 3 (1:1, 10 mL) was added dropwise. 
Upon stirring 30 min at 25°C t the temperature was raised to 100°C and kept there for 3 
hours. Pouring the reaction mixture onto ice (100 mL) afforded a precipitate that still con- 
1 5 tained starting material (2.90 g). This material was dissolved in H 2 S0 4 (5.2 mL) and added a 
mixture of H 2 S0 4 and HN0 3 (1:1, 10.4 mL). The mixture was heated at 110°C overnight and 
poured onto ice (100 mL). The formed precipitate was collected by filtration (1.01 g). Chro- 
matography on silica gel using a mixture of heptane and ethyl acetate (4:1) as eluent af- 
forded the desired 1,3-bis(methylsulfonyl)-5-nitrobenzene (0.7 g). 

20 

To a slurry of 1,3-bis(methylsulfonyl)-5-nitrobenzene (0.7 g) in methanol (10 mL) was added 
palladium on charcoal (0.1 g) and the mixture was hydrogenated at atmospheric pressure 
and 25°C for 1 hour. The reaction mixture was filtered and evaporated. The residue was sus- 
pended in ethyl acetate (25 mL) and HCI in ethyl acetate (5 mL, appr. 2M) was added. Filtra- 
25 tion afforded the desired aniline as its hydrochloride salt, which was converted into an isocy- 
anate using diphosgene as described previously. 
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EXAMPLE 322 (general procedure ID) 

3-(4-(1-(4-Cvclohexvlphenvl)-343-(methvlphenvlsulfamovl)phenvl1ureidomethvl)-benzoyl- 
aminotoropionic acid 




HPLC-MS (Method B): m/z = 669 (M+1). R, = 7.38 min. 
EXAMPLE 323 (general procedure (D) 

4.[1.(4.Cvclohexvlphenvh-3-phenethvlureidornethvn-A/-(2H-tetrazol-5-vnbenzamide 




1 H NMR (DMSO): 5 12.40 (s, 1H); 8.00 (d, 2H); 7.40-7-08 (m, 8H); 7.02 (d, 2H); 5.70 (t, 1H); 
4.90 (s, 2H); 3.27 (q, 2H); 2.72 (t, 2H); 1.75-1.62 (m, 5H): 1.45-1.10 (m, 5H) 

HPLC-MS (Method B): m/z = 524 (M+1 ). R t = 7.35 min. 

EXAMPLE 324 (general procedure (D) 

4-ri-(4-terf-Butvlcvclohexvl)-3-phenethylureidomethvl1-A/-(2H-tetrazol-5-vl)benzamide 




'H NMR (DMSO): 5 12.35 (s, 1H); 8.00 (d, 2H); 7.45-7.10 (m, 7H); 6.45 (s br 1H); 4.50 (d br 
2H); 4.10+3.85 (s br, 1H); 3.30 (s br, 2H); 2.80 (s br, 2H); 1.80-1.00 (m, 9H); 0.80 (s, 9H). 
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HPLC-MS (Method B): m/z = 504 (M+1). R, = 7.05 min. 
EXAMPLE 325 (general procedure (I)) 

441-(4-Cvclohex-1-envlphenvl)-3-(3.4-dichlorophenyl)ureidomethvll-/\/-(2H-tetrazol-5-vl)- 
5 benzamide 




1 H NMR (DMSO): 8 12.30 (s, 1H); 8.52 (s, 1H); 8.05 (d, 2H); 7.70 (s, 1H); 7.50-7.38 (m, 6H); 
7.20 (d, 2H); 6.18 (s br, 1H); 5.00 (s, 2H); 2.38 (m, 2H); 2.15 (m, 2H); 1.71 (m, 2H); 1.58 (m, 
10 2H). 

HPLC-MS (Method B): m/z = 562 (M+1). R, = 7.90 min. 

EXAMPLE 326 (general procedure ID) 
15 4-f1-(4-Cvclohex-1-envlphenvl)-3-(3-trifluoromethvlphenvl)ureidomethyl1-A/-(2H-tetrazol-5-vl)- 



benzamide 




NMR (DMSO): 8 12.35 (s, 1H); 8.60 (s, 1H); 8.05 (2H); 7.91 (s, 1H); 7.78 (d, 1H); 7.48- 
20 7.40 (m, 5H); 7.30 (d, 1H); 7.23 (d. 2H); 6.20 (t, 1H); 5.00 (s, 1H); 2.38 (m, 2H); 2.15 (m, 2H); 
1.72 (m, 2H);1.60 (m, 2H). 



HPLC-MS (Method B): m/z = 562 (M+1). R, = 7.73 min. 
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EXAMPLE 327 (general procedure (D) 

4-f3-(3-Chloro-4-methvlphenvl)-1-(4-cycloh 

benzamide 



HPLC-MS (method B): m/z: 544, R t = 7.88 min. 

1 H NMR (DMS0 6 ): 8 1.18-1.48 (5H, m), 1.66-1.87 (5H, m), 2.26 (3H, s), 5.00 (2H, s), 7.22 
(4H, dd), 7.3 (2H, d), 7.47 (2H, d), 7.62 (1H, s), 8.02 (2H,d), 8.30 (1H, s), 12.2 (1H, broad). 

EXAMPLE 328 (general procedure (L)) 

4-f1-(4-Cydohex-1-envlphenyl)-3-(4-fluoro-3-trifl^^ 

tetrazol-5-vl)benzamide 





HPLC-MS (method B): m/z: 580, R t = 7.67 min. 
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General procedure (M) for the solution phase synthesis of compounds of general formula 
(Ik): 




(ik) 

5 

wherein R is C^-alkyl, 

X, D, and E are as defined in general formula (I), and 

10 Lea' is a leaving group such as -OSu, chloro, phenoxy, or 4-nitrophenoxy. 

In case the intermediate of the formula (IV) is a mixture of isomers, separation of these can 
either be performed by column chromatography of the intermediate of the formula (IV) or 
crystallisation of the intermediate imine. 

15 
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EXAMPLE 329 (general procedure (M)) 
4-M-(4-terlBuWtphenvl)-3-phenylureidomethyn-W 




5 Step 1: 

Step 1 is the same as described in general procedure (K). Alternatively, it can be performed 
as described for step A of the general procedure (F). 

Step 2: 

10 4-[(4-tert-Butylphenylamino)methyl]benzoic acid methyl ester (18.3 g, 61 mmol, prepared as 
described above) was dissolved in THF (300 ml_) and A/,A/-diisopropylethylamine (15 mL, 
3.13 mmol), a catalytic amount of 4-dimethylaminopyridine, and di-tert-butyldicarbonate (14.8 
g, 68 mmol) was added. The resulting mixture was refluxed for 16 hours, cooled and concen- 
trated in vacuo . 

15 

Step 3: 

The residue was dissolved in ethanol (450 mL) and added 4N aqueous sodium hydroxide 
(135 mL) and the mixture was stirred at room temperature for 3 days. 4N Hydrochloric acid 
(140 mL) was added with occasional cooling by addition of crushed ice. The mixture was fil- 
20 tered and the solid was washed with water and dried in vacuo at 30°C to afford 14.5 g (62%) 
of 4-{[terf-butoxycarbonyl-(4-tert-butylphenyl)amino]methyl}benzoic acid as a solid. 

1 H NMR (CDCI 3 ): 5 1.29 (9H, s), 1.42 (9H, s), 4.89 (2H, s), 7.10 (2H, bd), 7.28 (2H, d), 7.37 
(2H, d), 8.05 (2H, d). 

25 

HPLC-MS (Method B): R t = 8.10 min, m/z = 328 ((M-'BuJ-M) (trace: 384 (M+1)). 
Step 4: 

The above benzoic acid (2.80 g, 7.3 mmol) was dissolved in DMF (20 mL) and 1-hydroxy- 
30 benzotriazol (1.18 g, 8.8 mmol) and W^S-dimethylaminopropyO-N'-ethylcarbodiimide hydro- 
chloride (1.54 g, 8.0 mmol) were added and the resulting mixture was stirred at room tern- 
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perature for 1 hour. 5-Aminotetrazole hydrate (0.90 g, 8.8 mmol) was added and the mixture 
was stirred at room temperature for 16 hours. Water (75 mL) was added and the mixture was 
extracted with ethyl acetate (2 x 75 mL). The combined organic phases were washed with a 
mixture of water and saturated aqueous sodium chloride (1:1, 2 x 100 mL) and water (100 
5 mL), dried (MgS0 4 ) and concentrated in vacuo . The residue was crystallised from diethyl 
ether (30 mL) to afford 1.89 g (57%) of (4-fert-butylphenyl)-[4-(2H-tetrazol-5- 
ylcarbamoyl)benzyl]carbamic acid tert-butyl ester as a solid. 

1 H NMR (CDCI 3 ): 8 1.29 (9H, s), 1.43 (9H, s), 4.93 (2H, s), 7.13 (2H, bd), 7.30 (2H, d), 8.28 
10 (2H,d), 12.5 (1H,s). 

HPLC-MS (Method B): R t = 7.63 min, m/z = 395 ((M-'BuJ+l) (trace: 451 (M+1)). 

Step 5: 

15 The above carbamic acid fert-butyl ester (1.7 g, 3.77 mmol) was suspended in ethyl acetate 
(12 mL) and a 3.4 M dry HCI solution in ethyl acetate (12 mL) was added and the suspension 
was stirred at room temperature for 16 hours. The mixture was concentrated in vacuo and re- 
suspended in ethyl acetate. Concentration in vacuo afforded 1.49 g (100%) of 4-[(4-fert- 
butylphenylamino)methyl]-A/-(2H-tetrazol-5-yl)benzamide hydrochloride as a solid. 

20 

1 H NMR (DMSO-c/ 6 ): S 1.37 (9H, s), 4.56 (2H, s), 7.18 (2H, bd), 7.38 (2H, d), 7.68 (2H, d), 
8.19 (2H,d), 12.4 (1H, s). 

HPLC-MS (Method B): R t = 5.22 min, m/z = 351 (M +1). 

25 

Step 6: 

The above benzamide hydrochloride (242 mg, 0.63 mmol) was mixed with dichloromethane 
(10 mL), W,N-diisopropylethylamine (330 ^L, 1.89 mmol), and phenylisocyanate (68 ^L, 0.63 
mmol) and the resulting mixture was stirred at 25°C for 16 hours. Alternatively, Lea'-X-D can 

30 be used in which case a base such as triethylamine, diisopropylethylamine, dicyclohexyl- 

methylamine or any tertiary amine or potassium carbonate has to be added. The mixture was 
diluted with dichloromethane (20 mL) and the mixture was washed with saturated aqueous 
citric acid (20 mL), the organic phase was dried (MgS0 4 ) and concentrated in vacuo . The 
residue was crystallised from diethyl ether to afford 141 mg (48%) of the title compound as a 

35 solid. 
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1 H NMR (DMSO-cfe): 5 1.29 (9H, s), 5.00 (2H, s), 6.95 (1H, t), 7.2-7.3 (4H, m), 7.3-7.5 (7H, 
m), 8.04 (2H, d), 8.18 (1H, s), 12.3 (1H. s). 

5 HPLC-MS (Method B): R, = 7.22 min, m/z = 470 (M +1 ). 

Similarly, the following compounds were made. 

EXAMPLE 330 (general procedure (M)) 
10 4-f3-(3.5-Bis(trifluoromethvl)phenyl)-1-(4-tert-butvlphenvl)ureidomethyll-A/-(2H-tetrazol-5- 
vDbenzamide 




1 H NMR (DMSO-d 6 ): 8 1.29 (9H, s), 5.01 (2H, s), 7.30 (1H, t). 7.43 (2H, d), 7.47 (2H, d), 7.64 
15 (1H. s), 8.05 (2H, d), 8.25 (2H, s), 9.00 (1H, s) 12.3 (1H, S). 

HPLC-MS (Method B): R, = 8.43 min, m/z = 606 (M +1). 

EXAMPLE 331 (general procedure (M)) 
20 4-H-(4-te/t-Butvlphenvl)-3-(4-chloro-3-trifluoromethylphenvl)ureidomethvl1-A/-(2H-tetrazol-5- 
vDbenzamide 




1 H NMR (DMSO-de): 5 1.28 (9H, s), 5.01 (2H, s), 7.23 (2H, d), 7.40 (2H, d), 7.45 (2H, d), 7.56 
25 (1H, d), 7.80 (1H, dd), 8.05 (3H, m), 8.73 (1H, s) 12.3 (1H, s). 
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HPLC-MS (Method B): R, = 8.18 min, m/z = 572 (M +1). 
EXAMPLE 332 (general procedure (M)) 

441-(4-tert-Butvlphenvl)-3-(4-trifluoromethylsulfanvlphenvl)ureidomethvl1-/S/-(2H-tetrazol-5- 
5 vDbenzamide 



'H NMR (DMSO-de): 8 1 .28 (9H. s), 5.02 (2H, s), 7.21 (2H, d), 7.38 (2H, d), 7.46 (2H, d), 7.56 
(2H. d), 7.63 (2H, d), 8.04 (2H, d), 8.64 (1H, s) 12.3 (1H, s). 

10 

HPLC-MS (Method B): R, = 8.20 min, m/z = 570 (M +1). 
EXAMPLE 333 (general procedure (M)) 

4-f1-(4-te/t-Butvlphenvl)-3-(3,5-dichlorophenvl)ureidomethvll-/V-(2H-tetrazol-5-vl)-benzamide 



1 H NMR (DMSO-de): 5 1.35 (9H. s), 4.95 (2H, s), 6.88 (1H, s), 6.96 (1H, t), 7.10 (2H, d), 7.38 
(2H. d), 7.43 (4H, m), 8.13 (2H, d), 8.64 (1H, s) 12.3 (1H, s). 





15 



ci 



20 HPLC-MS (Method B): R, = 7.98 min, m/z = 538 (M +1 ). 
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EXAMPLE 334 (general procedure (M)) 

4-f1-(fra/7S-4-te/t-Butylcyd 

methyl1-/V-(2H-tetrazol-5-yl)benzamide 




1 H NMR (DMSO-cfe): 8 7.98 (3H, m), 7.42 (2H, d), 7.32 (1H, d), 7.18 (1H, d) t 7.13 (1H, s), 
4.55 (2H, broad), 3.88 (2H f d), 1.80-0.85 (10H, m), 0.80 (9H. s), 0.60 (2H, m), 0.33 (2H, m). 

HPLC-MS (method B): m/z: 614, R, = 8.32 min. 

10 

Synthesis of intermediate 4-cyclopropylmethoxy-2-trifluoromethylphenylamine: 




1-Nitro-4-hydroxy-2-trifluromethylbenzene (5.0 g, 14 mmol) and cyclopropylcarbinol (1.75 g. 

15 24 mmol) were dissolved in THF (20 mL) under nitrogen. Triphenylphosphine (9.5 g, 36 

mmol) was added and diethyl azodicarboxylate (5.7 mL, 36 mmol) dissolved in THF (10 mL) 
was added over 30 minutes. The reaction mixture was stirred at 20°C for 16 hours and then 
concentrated in vacuo . The residue was dissolved in ethyl acetate (25 mL) and heptane (40 
mL). The mixture was filtered and the filtrate was concentrated in vacuo . The residue was 

20 purified by flash chromatography (350 g silica) using heptane and ethyl acetate (9:1) as elu- 
ent to give 1.4 g of 4-cyclopropylmethoxy-1-nitro-2-thfluoromethylbenzene. 

HPLC-MS (method B): m/z: 262 . R,= 7.6 min. 

25 Stannous chloride (4.75 g, 21 mmol) was added to a solution of 4-cyclopropylmethoxy-1- 
nitro-2-trifluoromethylbenzene (1.1 g, 4.2 mmol) in ethanol (12 mL). The reaction tempera- 
ture was raised to 70°C for 1 .5 hour. The reaction mixture was concentrated in vacuo and the 
residue dissolved in ethyl acetate (20 mL). Water (15 mL) was added and sodium hydrogen 
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carbonate was added until pH 7. The mixture was filtered and the organic phase collected. 
The aqueous phase was extracted with ethyl acetate (20 mL). The combined organic phases 
were dried (MgS0 4 ) and concentrated in vacuo . The residue was purified by flash chroma- 
tography (38 g) using heptane and ethyl acetate (9:1) as eluent to give 0.49 g of 4- 
5 cyclopropylmethoxy-2-trifluoromethylphenylamine. 

1 H NMR (DMSO-d 6 ): 8 6.98 (1H, d), 6.85 (1H, s), 6.79 (1H, d), 5.10 (2H, broad), 3.72 (2H, d), 
1.15 (1H, m), 0.53 (2H, m), 0.31 (2H, m). 

10 HPLC-MS (method B): m/z: 232, R, = 5.9 min. 

This intermediate product was transformed to the corresponding phenylcarbamate using the 
same methodology as described in example 239 and used for the synthesis of the title com- 
pound . 

15 

EXAMPLE 335 (general procedure (M)) 

4-f1-(4-Cvclohexylphenyl)-3-(2,5-dichloro^ 

benzamide 




20 

The intermediate 2,5-dichloro-3-thienylisocyanate was prepared by a Curtius reaction on 2,5- 
dichloro-3-thienylcarboxylic acid. 

'H NMR (DMSO-cfe): 5 7.63 (s, 1H), 7.49 (d, 2H), 7.33 (d, 2H), 7.27 (s, 1H), 7.22 (dd, 4H), 
25 4.88 (s, 2H), 1 .8-1 .6 (m, 5H), 1 .4-1 .2 (m, 6H) 

HPLC-MS (method B): m/z: 567, R t = 8.5 min. 
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EXAMPLE 336 (general procedure (M)) 
4-f3-f1-(4-Chlorophenvl)ethvfl-1-(4-cyd^ 
benzamide 



HPLC-MS (Method B): m/z = 558 (M+1), R t = 7.83 min. 

1 H NMR (DMSO-de): 5 1.2- 1.4 (8H, m), 1.7-1.8 (5H, m), 4.90 (3H, m), 7.1 -7.2 (4H, m), 
7.35 (5H, m), 7.52 (1H, m), 8.02 (2H r d). 

EXAMPLE 337 (general procedure (M)) 
4-f3-f1-(4-Chlorophenvl)ethyl1-1^ 
benzamide. enantiomer A, first eluted 



15 

The compound of example 336 was separated into pure enantiomers using a (R,R)-Whelk-0 
1 column (250-21.1 mm, Regis) eluted with n-heptane:ethanol, 1:1 at a flow rate of 15 
mL/min. The compound was dissolved in ethyl acetate:ethanol:acetic acid:n-heptane 
(0.9:1.1:0.09:1.1), 5 mg/ml, injected in portions of 10 mg (2 ml) and detected at 225 and 254 
20 nm. The two enantiomers A and B eluted at T R 9-12 min (A) and T R 37-42 min (B), respec- 
tively, and the fractions were collected (10 mL/fraction) and pooled. The purity of the enanti- 
omers was determined using a Chiralcel OD (250-4.6mm, Daicel) column eluted with etha- 
nol:(n-heptane+0.1% TFA), 40:60 at a flow rate of 0.6 mL/min, T R (A): 14.6 min and T R (B): 
12.0 min. 

25 

Used instruments: 




o ch 3 




o ch 3 
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HP1090 (analytical runs), Gilson HPLC system (preparative runs). 

EXAMPLE 338 (general procedure (M)) 
4-r341-(4-Chlorophenvl)ethyl1-1-(4-cycloh 
5 benzamide. enantiomer B, second eluted 



This compound was obtained as the second eluting enantiomer (enantiomer B) of example 
337. For HPLC-data, see example 337. 

EXAMPLE 339 (general procedure (M)) 

4- f1-(4-terf-Butvlphenyl)-3-(3-methylsulfo^ 

5- vl)benzamide 



4-Methoxy-3-methylsulfonylaniline was prepared as described in Holmes, Ingold & Ingold, J. 
Chem. Soc, 1927, 1684-90, and the corresponding isocyanate was prepared using the tri- 
phosgene method described in example 240. 



20 1 H NMR (DMSO-cfe): 5 1 .30 (9H, s), 3.22 (3H, s), 3.90 (3H, s), 5.00 (2H, s), 7.2 (3H, m), 7.40 
(2H, d), 7.45 (2H, d), 7.80 (1H, dd), 7.94 (1H, d), 8.03 (2, d), 8.48 (1H, s), 12.2 (H, s). 




O CH 3 




HPLC-MS (Method B): m/z = 578 (M+1), R t = 5.63 min. 
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EXAMPLE 340 (general procedure (M)) 

4-n-(4-CvclohexvlphenYl)-3-(3-methvlsulfonyl-4-m 

tetrazol-5-vl)benzamide 




1 H NMR (DMSO-cfe): 5 1.2-1.4 (5H, m), 1.55-1.8 (5H, m), 3.22 (3H, s), 3.90 (3H, s), 4.99 (2H, 
s), 7.2 (5H, m), 7.44 (2H, d), 7.79 (1H, dd), 7.92 (1H, d), 8.02 (2H, d), 8.47 (1H, s), 11.9 (1H, 
s), 12.3 (1H, s). 

10 HPLC-MS (Method B): m/z = 604 (M+1), R t = 6.40 min. 

EXAMPLE 341 (general procedure (M)) 

4-f1-(4-Cyclohexvlphenvl)-3-(6-trifluoromethoxybe 

tetrazol-5-yl)benzamide 




Using isocvanate formed in situ from (substituted) 2-aminobenzothiazole and diphosgene in 
pyridine: 

2-Amino-6-(trifluoromethoxy)benzothiazole (334 mg, 1.43 mmol) was dissolved in pyridine (5 
20 mL). Diphosgene (0.1 mL, 0.83 mmol) was added and the reaction mixture was stirred for 2 
hours at room temperature. 4-[(4-cyclohexylphenylamino)methyl]-A/-(2H-tetrazol-5-yl)benz- 
amide (400 mg, 1.06 mmol) was added and the reaction mixture was heated to 80°C for two 
hours. The reaction mixture was poured into acetonitrile (50 mL) and stored at -20 °C over- 
night and the resulting precipitate was subsequently collected by filtration to afford the title 
25 compound . 
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HPLC-MS (Method D): R t = 6.20 min, m/z = 637 (M+1). 

EXAMPLE 342 (general procedure (M)) 
5 441-(4-Cyclohexvlphenvl)-3-(6-^ 



benzamide 




HPLC-MS (Method D): R t = 5.67 min, m/z = 598 (M+1). 

10 

EXAMPLE 343 (general procedure (M)) 

2-(3-(4-Cvclohexvlphenvl)-3-f4-(2H-tetrazol-5"Vlcarbamovl)benzvl1ureido)benzothiazole-6> 
carboxylic acid ethyl ester 




15 

HPLC-MS (Method D): R t = 5.83 min, m/z = 625 (M+1). 
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EXAMPLE 344 (general procedure (M)) 
4-[1-(4-Cvclohexvlphenvn-3-(3-trifluorom 



benzamide 




1 H NMR (DMSO-d 6 ): 5 1.2-1.4 (m, 5H), 1.7-1.8 (m, 5H), 5.00 (s, 2H), 6.93 (d, 1H), 7.22 (m, 
4H), 7.34 (t, 1H), 7.45 (m, 3H), 7.60 (s, 1H), 8.05 (d, 2H), 8.53 (s, 1H), 12.4 (bs, 1H). 

HPLC-MS (method B): R, = 7.93 min, m/z = 580 (M +1). 

10 

EXAMPLE 345 (general procedure (M)) 
4-f3-(2-BromobenzvlH-(4-cvclohexvlphen 




O Br 



15 1 H NMR (DMSO-c/ 6 ): 5 1.2-1 .5 (m, 5H), 1.7-1.8 (m, 5H), 4.25 (d, 2H), 4.92 (s, 2H), 6.46 (m, 
1H), 7.15-7.30 (m, 6H). 7.45 (m, 3H), 7.56 (d, 1H), 8.07 (d, 2H), 12.4 (s, 1H). 

EXAMPLE 346 (general procedure (M)) 

4-f1-(4-Cvdohexvlphenvl)-3-(3.4-dichlorophenvl)ureidomethyl1-A/-(2H-tetrazol-5-vl)- 
20 benzamide 
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1 H NMR (DMSO-de): 8 1.3-1.4 (m, 5H), 1.7-1.8 (m, 5H), 5.00 (s, 2H), 7.22 (m, 4H), 7.45 (m, 
3H), 7.83 (s, 1H), 8.04 (d, 2H), 8.53 (s, 1H), 12.4 (s, 1H). 

HPLC-MS (method B): R t = 8.07 min, m/z = 564 (M +1). 

EXAMPLE 347 (general procedure (M)) 

4-f1-(4-Cyclohexvlphenvl)-3-(4-trifl^ 

benzamide 



1 H NMR (DMSO-cfe): 8 1.2-1.4 (m, 5H), 1.7-1.8 (m, 5H), 2.57 (s, 1H), 4.28 (d, 2H), 4.91 (s, 
2H), 6.57 (t, 1H), 7.14 (d ? 2H), 7.22 (d, 2H). 7.29-7.40 (m, 6H) t 8.02 (d, 2H) f 12.3 (s, 1H). 

HPLC-MS (method B): R, = 7.68 min, m/z = 594 (M +1). 

EXAMPLE 348 (general procedure (M)) 

4-[1-(4-Cyclohexylphenyl)-3-(2-trifluorom 

benzamide 



1 H NMR (DMSO-d 6 ): 8 1.2-1.4 (m, 5H), 1.7-1.8 (m, 5H), 2.55 (s, 1H), 4.34 (d, 2H), 4.91 (s, 
2H), 6.44 (t, 1H), 7.17 (d, 2H), 7.22 (d, 2H), 7.29-7.42 (m, 6H), 8.02 (d, 2H), 12.3 (s, 1H). 




o 




HPLC-MS (method B): R t = 7.72 min, m/z = 594 (M +1). 
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EXAMPLE 349 (general procedure (M)) 

443-(3-Bromophenvl)-1-(4-cvclohex-1-envlphenvl)ureidomethvll-/\/-(2H-tetra2ol-5-vl)- 
benzamide 




1 H NMR (DMSO-</ 6 ): 8 1.59 (m, 2H), 1.72 (m. 2H), 2.17 (m, 2H), 2.35 (m, 2H), 5.01 (s, 2H), 
6.19 (t, 1H), 7.1-7.25 (m, 4H), 7.5-7.5 (m, 5H), 7.79 (s, 1H), 8.04 (d, 2H), 8.42 (s, 1H), 12.4 
(s, 1H). 

10 HPLC-MS (method C): R, = 5.73 min, m/z = 574 (M +1 ). 



EXAMPLE 350 (general procedure (M)) 

4-f1-(4-Cvclohexvlphenvl)-3-(2-trifluoromethoxvphenvl)ureidomethyl1-A/-(2H-tetrazol-5-vl)- 
benzamide 




1 H NMR (DMSO-de): 8 1.2-1.4 (m, 5H), 1.7-1.8 (m, 5H), 4.99 (s, 2H). 6.44 (t, 1H), 7.12 (t. 
1H), 7.20 (s. 1H), 7.25-7.35 (m, 6H), 7.49 (d, 2H). 8.05 (d, 2H), 8.11 (d, 1H), 12.4 (s, 1H). 



20 HPLC-MS (method B): R, = 8.20 min, m/z = 580 (M +1 ). 
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EXAMPLE 351 (general procedure (M)) 

4-f1-(4-CYclohex-1^nvlphenvl)-3-(2-trifluoromethoxyphenvl)ureidomethvn-A/-(2H-tetrazol-5- 
vDbenzamide 



1 H NMR (DMSO-de): 8 1.60 (m, 2H), 1.71 (m, 2H), 2.17 (m, 2H), 2.33 (m, 2H), 5.01 (s, 2H), 
6.19 (m, 1H), 7.15 (t, 1H), 7.30-7.50 (m, 9H), 7.99 (d, 1H), 8.05 (d, 2H), 12.4 (s, 1H). 

HPLC-MS (method B): R, = 7.90 min. m/z = 578 (M +1 ). 

EXAMPLE 352 (general procedure (M)) 

4-ri-(4-CYdohex-1-envlphenvl)-3-(3-trifluoromethoxvphenvl)ureidomethvl1-A/-(2H-tetrazol-5- 
yQbenzamide 



1 H NMR (DMSO-cfe): 8 1.60 (m, 2H), 1.70 (m, 2H), 2.18 (m, 2H), 2.34 (m, 2H) ( 5.00 (s, 2H), 
6.19 (t, 1H), 6.93 (d. 1H), 7.22 (d, 2H), 7.35 (t, 1H), 7.4-7.5 (m, 5H), 7.60 (s, 1H), 8.03 (d, 
2H), 8.53 (s, 1H), 12.4 (s, 1H). 





HPLC-MS (method B): m/z = 578 (M +1), R, = 7.77 min. 
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EXAMPLE 353 (general procedure (M)) 

4-[3-Biphenvl-2-vlmethyl-1-(4-cvclohex-1-envlphenyl)ureidomethvll-A/-(2H-tetrazol-5-vl)- 
benzamide 



1 H NMR (DMSO-cfe): 8 1.59 (m, 2H), 1.70 (m, 2H). 2.15 (m, 2H), 2.33 (m, 2H), 4.21 (d, 2H), 
4.90 (s, 2H), 6.15 (t, 1H), 6.28 (t, 1H), 7.10 (d, 2H). 7.18 (d, 1H), 7.3-7.5 (m, 15H), 7.95 (s, 
1H), 8.00 (d, 2H), 12.3 (s, 1H). 

HPLC-MS (method B): R, = 7.78 min, m/z = 584 (M +1). 
EXAMPLE 354 (general procedure (M)) 

4-f3-Biphenvl-2-vlmethvl-1-(4-cvdohexvlphenvl)ureidomethyll-/V-(2H-tetrazol-5-vnbenzamide 



1 H NMR (DMSO-de): 5 1.15-1.4 (m, 5H), 1.6-1.8 (m, 5H), 4.20 (d, 2H), 4.88 (s, 2H), 6.16 (t, 
1H), 7.08 (d, 2H), 7.11 (m, 3H), 7.3-7.45 (m, 11H), 8.00 (d, 2H), 12.4 (s, 1H). 
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EXAMPLE 355 (general procedure (M)) 

(R)-4-r3-H-(4-Bromophenyl)ethvlH-(cyd^^ 

vObenzamide 



HPLC-MS (method B): R, = 7.72 min, m/z = 601 (M +1 ). 

EXAMPLE 356 (general procedure (M)) 
4-f3-(3-Bromophenyl)-1-(4-cyclohexv^ 



1 H NMR (DMSO-cfe): 5 1.3-1.5 (m, 5H), 1.7-1.8 (m, 5H), 4.99 (s, 2H), 7.1-7.2 (m, 7H), 7.4-7.5 
(m, 3H), 7.78 (s, 1H). 8.02 (d, 2H), 8.40 (s, 1H), 12.4 (s, 1H). 

HPLC-MS (method B): m/z = 576 (M +1), R t = 7.88 min. 

EXAMPLE 357 (general procedure (M)) 

4-ri-(4-Cvclohexvlphenvl)-3-(3-terf-butvlphenvl)ureidomethvl1-A/-(2H-tetrazol-5-vl)benzamide 




o ch 3 
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'H NMR (DMSO-d 6 ): 8 1.25 (s, 9H), 1.3-1.5 (m, 5H), 1.7-1.8 (m, 5H), 4.99 (s, 2H), 6.99 (d. 
1H), 7.1-7.3 (m, 6H), 7.4-7.5 (m, 3H), 8.05 (d, 2H), 8.13 (S, 1H), 12.4 (s, 1H). 

HPLC-MS (method C): m/z = 552 (M +1), R, = 6.27 min. 

EXAMPLE 358 (general procedure (M)) 

4-H -(4-Cyclohex-1 -enylphenyl)-3-(2.2,4,4-tetrafluoro-4H-benzof 1 .31dioxin-6-yl)ureidomethvll- 
A/-(2H-tetrazol-5-yl)benzamide 



1 H NMR (DMSO-d e ): 8 1.60 (2H, m), 1.70 (2H, m), 2.17 (2H, br s), 2.35 (2H. brs), 5.03 (2H, 
s), 6.20 (1H, s). 7.20-7.30 (2H. m), 7.35-7.50 (6H, m), 7.85, (1H, d), 8.04 (3H, m), 8.65, (1H, 
s), 12.40 (1H, s). 

EXAMPLE 359 (general procedure (M)) 

4-f3-(3-Cyano-5-trifluoromethylphenvl)-1-(4-cydohexvlphenvl)ureidomethyl1-/S/-(2H-tetrazol-5- 
vDbenzamide 



1 H NMR (DMSO): 8 12.40 (s, 1H); 8.90 (s, 1H); 8.25 (s, 1H); 8.20 (s, 1H); 8.02 (d, 2H); 7.86 
(s, 1H); 7.48 (d, 2H); 7.22 (s, 4H); 5.00 (s, 2H); 1.85-1.65 (m. 5H); 1.45-1.20 (m, 5H). 





N 



HPLC-MS (Method B): m/z = 589 (M+1). R, = 5.83 min. 
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Preparation of 3-Amino-5-trifluoromethylbenzonitrile: 

Commercially available 3-nitro-5-trifluoromethylbenzoic acid (10 g f 42.5 mmol) was dissolved 
in toluene (50 mL) and DMF (0.5 mL) and added thionyl chloride (5 mL). The mixture was 
refluxed for 4 hours. After cooling to 20°C, the volatiles were removed in vacuo . The residue 
5 was re-dissolved in toluene (50 mL) and stripped. Toluene (50 mL) was added to the residue, 
and the solution was cooled on ice and added concentrated aqueous ammonia (10 mL). The 
mixture was stirred overnight and allowed to reach 20°C. 3-Nitro-5-trifluoromethylbenzamide 
was collected by filtration. 

10 The above 3-nitro-5-trifluoromethylbenzamide (7.25 g) was dissolved in DMR (25 mL) and 
added to an ice-cooled solution of POCI 3 (10 mL) in DMF (20 mL). The mixture was stirred 
30 min at 0°C and then heated to 40°C for 4 hours. The reaction mixture was added to ice 
(300 mL), stirred for 1 hour and 3-nitro-5-trifluoromethylbenzonitrile was collected by filtra- 
tion. 

15 

3-Nitro-5-trifluoromethylbenzonitrile (1 g, 4.63 mmol) was dissolved in methanol (8 mL) and 
added activated charcoal (0.1 g), FeCI 3 »6H 2 0 (17 mg, 0.06 mmol) and A/,A/-dimethylhydrazi- 
ne (3.7 mL, 48.6 mmol). The mixture was refluxed overnight. The mixture was filtered and 
the volatiles removed in vacuo . The residue was purified by chromatography on silica using a 
20 mixture of heptane and ethyl acetate (4:1) as eluent affording 3-amino-5- 
trifluoromethylbenzonitrile. 

The aniline was converted into the corresponding isocyanate by methods already described. 
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EXAMPLE 360 (general procedure (M)) 

443-(3-Benzoxazol-2-vl-4-trifluoromethoxvphenvl)-1-(4-cvclohexylphenvl)ureidom 
(2H-tetrazol-5-yl)benzamide 




5 1 H NMR (DMSO-cfe): 8 1.32-1.50 (m,5H); 1.63-1.86 (m,5H); 5.04 (s,2H); 7.26 (s,5H); 7.43- 
7.55 (m t 5H); 7.76-7.92 (m,3H); 8.05 (d,2H); 8.51 (d,1H); 8.84 (s,1H); 12.17 (s,1H). 

Preparation of 2-(5-isocyanato-2-trifluoromethoxyphenyl)benzoxazole: 




Concentrated sulphuric acid (26 mL) was added dropwise to a flask containing 26 mL of 
100% nitric acid while the temperature was kept at 2-6°C. Stirring was continued at this tem- 
perature while 2-(trifluoromethoxy)benzonitrile (26.16 g, 0.1398 mol) was added dropwise. 
When the addition was complete, the mixture was heated at 60°C for 1 hour and poured into 
15 ice water. The precipitate was filtered off and treated with aqueous sodium hydrogen car- 
bonate until neutral reaction. The crystals were collected and dried to afford 28.53 g (82%) of 
5-nitro-2-trifluoromethoxybenzoic acid. 

Mp 134-135°C. 

20 

1 H NMR (DMSO-de): 5 7.79 (dd, 1H), 8.53 (dd, 1H), 8.64 (d, 1H), 14.13 (br s, 1H). 

A mixture of 5-nitro-2-trifluoromethoxybenzoic acid (6.43 g, 25.6 mmol) and 128 mg of 10% 
Pd/C in 10 mL of absolute ethanol was stirred in a hydrogen atmosphere overnight at room 
25 temperature. The catalyst was filtered off and the filtrate was evaporated to dryness. The re- 
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residue was triturated with diethyl ether and the crystals were filtered off and dried to afford 
1 .644 g (29%) of 5-amino-2-trifluoromethoxybenzoic acid. 

Mp 196-197°C. 

5 

1 H NMR (DMSO-d 6 ): 5 5.83 (br s, 2H), 6.74 (dd, 1H), 7.06 (m, 2H), 12.52 (br s, 1H). 

A mixture 750 mg of 5-amino-2-trifluoromethoxybenzoic acid (750 mg , 3.39 mmol) and 2- 
aminophenol (370 mg, 3.39 mmol) in 10 mL of polyphosphoric acid was heated and stirred at 

10 250°C for 3.5 hours. The mixture was poured into ice water under stirring, followed by addi- 
tion of NaHC0 3 until pH 8. The mixture was extracted with ethyl acetate. The organic phase 
was washed with water twice, brine, rinsed with activated charcoal, dried over MgS0 4 and 
evaporated to give an oil, which contained two compounds, according to TLC. This mixture 
was dissolved in DMF and separated on semi preparative HPLC (Gilson 215 Liquid Handler), 

15 stationary phase: RP18, mobile phase: Water/MeCN gradient 95%/5% - 5%/95% to afford 
216mg (22%) of 3-benzoxazol-2-yl-4-trifluoromethoxyphenylamine as crystals. 

Mp 133-135°C. 

20 1 H NMR (DMSO-de): 8 5.73 (br s, 2H), 6.82 (dd, 1H), 7.23 (dd, 1H), 7.44 (m, 3H), 7.82 (m, 
2H). 

A solution of 3-benzoxazol-2-yl-4-trifluoromethoxyphenylamine (210 mg, 0.71 mmol) in 5 mL 
of dry toluene was stirred while 1.15 mL of 3.1 N hydrochloric acid in ethyl acetate was ad- 

25 ded. The precipitate was concentrated by evaporation. Another 5 mL of toluene was added 
followed by evaporation. This procedure was repeated 3 times to remove excess of hydro- 
chloric acid. The amine hydrochloride was dissolved in 5 mL of toluene and trichloromethyl 
chloroformate (0.853 mL, 7.1 mmol) was added. The mixture was refluxed overnight under a 
nitrogen atmosphere, evaporated at 70°C followed by stripping with dry toluene. 

30 2-(5-lsocyanato-2-trifluoromethoxyphenyl)benzoxazole (160 mg, 70%) was obtained as crys- 
tals and used immediately to synthesize the title compound . 
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EXAMPLE 361 (general procedure (M)) 

443-(2.5-Bis(trifluoromethyl)phenvl)-1-(4-cvclohex-1-envlphenvl)ureidomethvn-/\/-(2H- 
tetrazol-5-yl)benzamide 



HPLC-MS (method B): m/z: 630. R, = 8.48 min. 

1 H NMR (DMSO-d 6 ): 5 1.54-1.62 (2H, m), 1.68-1.78 (2H, m), 2.18 (2H, broad), 2.34 (2H, 
broad), 5.02 (2H, s), 6.21 (1H, broad). 7.32 (2H, d), 7.48 (4H. dd). 7.65 (1H. d). 7.90 (1H. d). 
8.02 (2H, d). 8.40 (1H. s), 11.95 (1H, broad). 

EXAMPLE 362 (general procedure (M)) 

4-[1-(4-Cvclohex-1-envlphenvl)-3-(3-rnethvl-5-trifluorornethvlphenvl)ureidomethyll-/V-(2H- 
tetrazol-5-vl)benzamide 



HPLC-MS (method B): m/z: 576, R, = 8.02 min. 

1H NMR (DMSO-de): 8 1.60 (2H,m), 1.70 (2H,m). 2.17 (2H,m), 2.32 (3H,s), 2.35 (2H,m), 5.02 
(2H, s). 6.20 (S. 1H). 7.12 (1H.s). 7.24 (2H.d), 7.42 (2H,d). 7.46 (2H,d), 7.60 (1H,s), 7.74 
(1H,s). 8.03 (2H,d), 8.49 (1H,s), 12.39 (1H,s). 

Microanalysis: calculated for C30H28F3N7O2: 
62.60% C; 4.90% H; 17.03% N. Found: 
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62.57% C; 4.95% H; 17.07% N. 

EXAMPLE 363 (general procedure (M)) 
4-H-(4-terf-Butylcvclohexvl)^ 
5 tetrazol-5-vl)benzamide 



HPLC- MS (method D): m/z: 558, R t = 5.44 min. 

10 1 H NMR (DMSO-de): 5 0.83 (9H,s), 0.96 (1H f m) f 1.14 (2H,m) f 1.44 (2H,m), 1.73 (4H,m), 2.25 
(3H, s), 4.04 (1H,m), 4.64 (2H,s), 7.10 (1H,s), 7.40 (2H,d), 7.59 (1H,s), 7.75 (1H,s), 8.03 
(2H,d), 8.66 (1H,s), 12.49 (1H,s). 

EXAMPLE 364 
15 2-(3-(4-Cvclohexylphenvl)-3-[4-(2^ 
carboxylic acid 



2-{3-(4-Cyclohexylphenyl)-3-[4-(2H-tetrazol-5-ylcarbamoyl)benzyl]ureido}^ 
20 carboxylic acid ethyl ester (16 mg, 0.025 mmol) was dissolved in ethanol (4 mL). Sodium hy- 
droxide (1 mL, 4 N) was added and the reaction mixture was left at room temperature for 16 
hours. Hydrochloric acid (4 mL, 1 N) was added, and the resulting precipitate was subse- 
quently collected by filtration to afford the title compound . 




F 
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HPLC-MS (Method B): R t = 6.68 min, m/z = 597 (M+1). 



EXAMPLE 365 (general procedure (M)) 
441-(4-Cyclohexvlphenyl)-3-(6-meto^ 
5 benzamide 




HPLC-MS (Method D): R t = 5.53 min, m/z = 583 (M+1). 



10 EXAMPLE 366 (general procedure (M)) 

441-(4-Cvclohexvlphenvl)-3-(2 l 2 i 4 t 4-tetrafluoro-4H-benzo[1 t 31dioxin-6-vl)ureidomethvn 
(2H-tetrazol-5-vl)benzamide 




15 HPLC-MS (Method D): R t = 6.17 min, m/z = 626 (M+1). 



EXAMPLE 367 (general procedure (M)) 

443-(4-Butoxv-3-methvlsulfonvlphenYl)-1^ 

vQbenzamide 



20 
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4-Butoxy-3-methylsulfonylaniline was prepared from 4-methoxy-3-methylsulfonylaniline as 
described in Gitis, Malinovskii, Prokhoda & Sribnaya J. Gen. Chem.USSR (Engl. Transl.) 
1960 (30), 3045-7, and the corresponding isocyanate was prepared using the triphosgene 
method described in example 240. 

5 

1 H NMR (DMSO-d 6 ): 8 4.1 1 (2H, t), 4.96 (2H, s), 7.18 (3H, m), 7.37 (5H, m), 7.9 (3H, m), 8.45 
(1H, s). 

HPLC-MS (Method B): m/z = 620 (M+1 ), R t = 6.97 min. 

10 

EXAMPLE 368 (general procedure (M)) 

4- f3-(4-Butoxv-3-methvlsulfonylphenvl)-1-(4-cvclohexvlphenvl)ureidomethvn-A/-(2/-/4etrazol- 

5- vl)benzamide 




15 

1 H NMR (DMSO-cfe): 8 0.94 (3H, t), 1.3-1.55 (8H, m), 1.7-1.8 (8H, m), 3.22 (3H, s), 4.10 (2H, 
t), 4.98 (2H, s), 7.2-7.3 (5H, m), 7.46 (2H, d), 7.78 (1H, dd), 7.93 (1H, d), 8.05 (2H, d), 8.45 
(1H, s), 12.4 (1H,s). 

20 HPLC-MS (Method B): m/z = 646 (M+1 ), R, = 7.70 min. 

EXAMPLE 369 (general procedure (M)) 

4-n-(4-Cvclohexvlphenvl)-3-(3-methvlsulfonvlmethylphenvl)ureidomethvl1-A/-(2H-tetrazol-5- 
vDbenzamide 
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3-Methylsulfonylmethylphenyl isocyanate was prepared as follows: 

m-Nitrobenzyl chloride (4.21 g, 24.5 mmol) was dissolved in DMF (40 ml_) and added sodium 
methanesulfinate (3.00 g, 29.4 mmol) and the resulting mixture was stirred at room tempera- 
ture for 16 hours. After evaporation of the solvent in vacuo the residue was partitioned be- 
5 tween water (100 ml_) and ethyl acetate (100 mL). The aqueous phase was extracted with 
ethyl acetate (100 mL) and the combined organic phases were dried (MgS0 4 ) and evapo- 
rated in vacuo to afford 4.45 g (84 %) 1-methylsulfonylmethyl-3-nitrobenzene. 

1 H NMR (CDCI 3 ): 8 2.92 (3H, s), 4.39 (2H), 7.65 (1H, t), 7.80 (1H, d), 8.29 (2H, m). 

10 

1-Methylsulfonylmethyl-3-nitrobenzene (4.70 g, 21.8 mmol) was added ethanol (70 mL) and 
the mixture was heated to reflux. At reflux the mixture was added SnCI 2 dihydrate (24.6 g, 
109 mmol) and heating at reflux was continued for 1 hour. After cooling, the mixture was 
poured into ice/water (200 mL) and neutralised (to pH 7) with 1 N sodium hydroxide. The 
15 mixture was filtered through celite, and the filter cake was washed with ethyl acetate. The 
phases from the combined filtrate and washings were separated, and the aqueous phase 
was extracted with ethyl acetate (2 x 150 mL). The combined organic phases were dried 
(MgS0 4 ) and evaporated in vacuo to afford 2.23 g (55%) 3-(methylsulfonylmethyl)aniline. 

20 1 H NMR (DMSO-d 6 ): 5 2.77 (3H, s), 3.76 (2H, bs), 4.15 (2H, s), 6.75 (3H, m), 7.18 (1H, t). 

The corresponding isocyanate was prepared using the triphosgene method described in ex- 
ample 240. 

25 1 H NMR (DMSO-de): 5 1.2-1.4 (6H, m, 1.7-1.8 (5H, m), 2.91 (3H, s), 4.40 (2H, s), 5.00 (2H, 
s), 6.99 (1H, d), 7.2-7.3 (5H, m), 7.46 (4H, m), 8.03 (2H, d), 8.32 (1H. s), 12.4 (1H, s). 



HPLC-MS (Method B): m/z = 588 (M+1), R t = 7.48 min. 
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EXAMPLE 370 (general procedure (M)) 

4- f1-(4-te^Butylphenvl)-343-(2-methyl-2H^^ 

5- vl)benzamide 



5 

3-(2-Methyl-2H-tetrazol-5-vl)phenyl isocvanate was prepared as follows: 
m-Nitrocyanobenzene (10 g, 67.5 mmol) was dissolved in DMF and ammonium chloride (7.2 
g, 135 mmol) and sodium azide (8.8 g, 135 mmol) were added and the resulting mixture was 
stirred at 125°C for 16 hours. After cooling to room temperature, the mixture was poured into 
10 water (1 L), acidified with 1 N hydrochloric acid and filtered immediately. The mother liquor 
was left for 1 hour and filtered and the solid was washed with water and dried by suction to 
afford 9.3 g (72%) 5-(3-nitrophenyl)-2H-tetrazoie. 

1 H NMR (DMSO-de): S 7.94 (1H, t), 8.43 (1H, ddd), 8.48 (1H, dt), 8.85 (1H. t). 

15 

The above 5-(3-nitrophenyl)-2H-tetrazole (6.52 g, 34 mmol) was dissolved in DMF (75 mL) 
and potassium carbonate (14 g) and iodomethane (2.23 mL, 36 mmol) were added and the 
resulting mixture was stirred at room temperature for 16 hours. After evaporation in vacuo , 
the mixture was partitioned between water (150 mL) and ethyl acetate (100 mL). The aque- 
20 ous phase was extracted with ethyl acetate (100 mL), and the combined organic phases 
were dried (MgS0 4 ) and evaporated in vacuo . The residue was washed with a mixture of 
heptane and diethyl ether to afford 7 g (100%) of a mixture of 1- and 2-methyl-5-(3- 
nitrophenyl)tetrazole. These isomers were separated using column chromatography. 

25 2-Methyl-5-(3-nitrophenyl)-2H-tetrazole (2.12 g, 10 mmol) was added ethanol (50 mL) and 
heated to reflux. At reflux, the mixture was added SnCI 2 dihydrate (11.6 g, 52 mmol) and the 
mixture was heated at reflux for 2 hours. After cooling, the mixture was poured into ice/water 
(200 mL) and neutralised (to pH 7) with 1 N sodium hydroxide. The mixture was filtered 
through celite, and the filter cake was washed with ethyl acetate. For the combined filtrate 

30 and washings the phases were separated and the aqueous phase was extracted with ethyl 
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acetate (2 x 250 mL). The combined organic phases were dried (MgS0 4 ) and evaporated in 
vacuo to afford 3-(2-methyl-2H-tetrazol-5-yl)aniline. 

'H NMR (CDCI 3 ): 8 3.80 (2H, bs), 4.40 (3H, s), 6.79 (1H, ddd), 7.28 (1H, dd), 7.47 (1H, m) f 
5 7.51 (1H,dt). 

The corresponding isocyanate was prepared using the triphosgene method described in ex- 
ample 240. 

10 HPLC-MS (Method B): m/z = 552 (M+1) t R t = 6.58 min. 

EXAMPLE 371 (general procedure (M)) 

4-f1-(4-Cvclohexylpheny))-343-(2-m^ 

tetrazol-5-yl)benzamide 



'H NMR (DMSO-d 6 ): 5 1.2-1.4 (6H, m), 1.6-1.8 (5H, m), 4.40 (3H, s), 5.01 (2H, s), 7.22 (4H, 
m), 7.40 (1H, t), 7.45 (3H, m), 7.65 (2H, d), 8.01 (2H, d), 8.23 (1H, s), 8.52 (1h ? s), 12.0 (1H, 
bs). 

20 

HPLC-MS (Method B): m/z = 578 (M+1), R t = 5.37 min. 



15 
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EXAMPLE 372 

3-(4-[1 ~(4-Butvlphenvl)-3-(4-trifluoromethoxvphenvl)ureidomethvnbenzovlamino)propionic 



acid 




5 

4-Formylbenzoic acid (15 g, 100 mmol) was dissolved in DMF (250 ml_) and 1-hydroxy- 
benzotriazole (14.9 g, 110 mmol) and /V-(3-dimethylaminopropyl)-N'-ethylcarbodiimide hy- 
drochloride (21.1 g, 1 10 mmol) were added and the resulting mixture was stirred at room 
temperature for 30 minutes. Triethylamine (34.8 mL, 250 mmol) and p-alanine methyl ester 

10 hydrochloride (15.4 g, 1 10 mmol) were added and the resulting mixture was stirred at room 
temperature for 1 hour. More triethylamine (17.4 mL) and (J-alanine methyl ester hydro- 
chloride (7.7 g) were added and the mixture was stirred at room temperature for 16 hours. 
The mixture was concentrated in vacuo and the residue was partitioned between ethyl ace- 
tate (200 mL) and water (200 mL). The organic phase was dried (MgS0 4 ) and concentrated 

15 to afford 16.2 g (70%) of 3-(4-formylbenzoylamino)propionic acid methyl ester as an oil. 

1 H NMR (CDCI 3 ): 6 2.70 (2H, t), 3.69 (3H, s), 3.70 (2H, q), 7.68 (1H, bt), 7.9-8.0 (4H t m), 10.1 
(1H,s). 

20 The above propionic acid methyl ester (2.0 g ? 8.5 mmol) was dissolved in DMF (20 mL) and 
triethyl orthoformate (10 mL), glacial acetic acid (1 mL) p sodium cyanoborohydride (0.81 g, 
12.8 mmol) and 4-butylaniline 1.27 g, 8.5 mmol) were added and the resulting mixture was 
stirred at room temperature for 16 hours. The mixture was concentrated in vacuo and the 
residue was dissolved in ethyl acetate (100 mL) and washed with saturated aqueous sodium 

25 chloride (3 x 100 mL). The organic phase was dried (MgS0 4 ) and concentrated in vacuo . The 
residue was purified by column chromatography on silica gel eluting with a mixture of ethyl 
acetate and heptane (3:1) to afford 1.54 g (49%) of 3-{4-[(4-butylphenylamino)methyl]- 
benzoylaminojpropionic acid methyl ester as an oil. 



WO 00/698 10 



300 



PCT/DKOO/00264 



1 H NMR (CDCI 3 ): 5 0.92 (3H, t), 1.33 (2H, m), 1.54 (2H, pentet), 2.50 (2H, t), 2.67 (2H, t), 
3.72 (5H, m), 4.38 (2H, s), 6.55 (2H f d), 6.83 (1H, bt), 6.98 (2H, d), 7.43 (2H, d), 7.74 (2H, d). 

The above propionic acid methyl ester (0.5 g, 1.4 mmof) was dissolved in acetonitrile (10 rnL) 
5 and added N,/V-diisopropylethylamine (232 ^L, 1 .4 mmol) and 4-(trifluoromethoxy)phenyl- 
isocyanate (308 ^L, 2.0 mmol) and the resulting mixture was stirred at room temperature for 
16 hours. More 4-(trifluoromethoxy)phenylisocyanate (308 ^iL, 2.0 mmol) was added and the 
mixture was stirred at room temperature for 16 hours. The reaction mixture was concentrated 
in vacuo . The residue was dissolved in ethyl acetate (50 mL) and washed with water (3 x 50 
10 mL), dried (MgS0 4 ) and concentrated in vacuo . The residue was purified by column chroma- 
tography on silica gel eluting with a mixture of ethyl acetate and heptane (1:1) containing 1% 
glacial acetic acid. This afforded 0.53 g (69%) of 3-{4-[1-(4-butylphenyl)-3-(4-trifluoro- 
methoxyphenyl)ureidomethyl]benzoylamino}propionic acid methyl ester as an oil. 

15 1 H NMR (DMSO-cfe): 5 0.98 (3H. t), 1.30 (2H, m), 1.55 (2H, quintet), 2.60 (4H, m), 3.48 (2H f 
q), 3.61 (3H, s), 4.95 (2H, s), 7.15 (4H, m), 7.22 (2H, d), 7.33 (2H, d), 7.54 (2H, d), 7.75 (2H, 
d), 8.30 (1H,s), 8.49 (1H,t). 

HPLC-MS (Method B): R t = 8.00 min, m/z = 572 (M+1). 

20 

The above propionic acid methyl ester (0.53 g, 0.93 mmol) was dissolved in 1,4-dioxane (50 
mL). 4N aqueous sodium hydroxide (6 mL) was added and the resulting mixture was stirred 
at room temperature for 4 hours. Glacial acetic acid (10 mL) was added and the mixture was 
concentrated in vacuo . The residue was dissolved in ethyl acetate (30 mL) and washed with 
25 water (30 mL). The aqueous phase was extracted with ethyl acetate (2 x 30 mL), and the 
combined organic extracts were dried (MgS0 4 ) and concentrated to afford 0.49 g (95%) of 
the title compound as an oil. 



30 



1 H NMR (CDCI3): 5 0.94 (3H, t), 1.37 (2H, m), 1.62 (2H, quintet), 2.64 (2H, t), 2.71 (2H, t), 
3.73 (5H, m), 4.94 (2H, s), 6.29 (1H, s), 6.87 (1H, t), 7.04 (2H, d), 7.09 (2H, d), 7.21 (2H, d), 
7.29 (2H, d), 7.34 (2H, d), 7.68 (2H, d). 
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EXAMPLE 373 

3-f4-f1-(4-te^Butylphenyl)-3-(4-trifluoromet^^^ 
acid 



5 

The above 3-(4-formylbenzoylamino)propionic acid methyl ester (2.0 g ? 8.5 mmol) was dis- 
solved in DMF (20 mL). Triethyl orthoformate (10 mL), glacial acetic acid (1 mL), sodium 
cyanoborohydride (0.81 g, 12.8 mmol) and 4-fert-butylaniline 1.27 g, 8.5 mmol) were added 
and the resulting mixture was stirred at room temperature for 16 hours. The mixture was 

10 added saturated aqueous sodium chloride (100 mL) and the mixture was extracted with ethyl 
acetate (3 x 100 mL). The combined organic extracts were washed with saturated aqueous 
sodium chloride (3 x 100 mL). The organic phase was dried (MgS0 4 ) and concentrated in_ 
vacuo . The residue was purified by column chromatography on silica gel eluting with a mix- 
ture of ethyl acetate and heptane (1:1) to afford 0.87 g (30%) of 3-{4-[(4-terf-butylphenyl- 

15 amino)methyl]benzoylamino}propionic acid methyl ester as an oil. 

1 H NMR (CDCI 3 ): 8 1.28 (9H, s), 2.67 (2H f t), 3.73 (5H, m), 4.04 (1H, s), 4.38 (2H, s), 6.57 
(2H, d, 6.83 (2H, d), 7.19 (2H, d), 7.44 (2H t d), 7.73 (2H, d). 

20 HPLC-MS (Method B): R t = 6.63 min, m/z = 369 (M+1). 

The above propionic acid methyl ester (0.82 g, 2.2 mmol) was dissolved in acetonitrile (15 
mL) and added /V,/V-diisopropylethylamine (378 jaL, 2.2 mmol) and 4-(trifluoromethoxy)- 
phenylisocyanate (500 ^iL, 3.3 mmol). The resulting mixture was stirred at room temperature 

25 for 5 hours and at reflux for 16 hours. The cooled reaction mixture was concentrated in vacuo 
and the residue was dissolved in ethyl acetate (50 mL) and washed with water (2 x 50 mL), 
dried (MgS0 4 ) and concentrated in vacuo . The residue was crystallised from a mixture of 
ethyl acetate and heptane (1:1) containing 1% glacial acetic acid to afford 0.40 g (32%) of 3- 
{4-[1-(4-te/t-butylphenyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoylamino}propionic 

30 acid methyl ester as a solid. 




CH 3 
H3C-I-CH3 
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1 H NMR (CDCI 3 ): 5 1.34 (9H, s), 2.67 (2H, t), 3.72 (5H, m), 4.94 (2H, s), 6.30 (1H, s), 6.80 
(1H, t), 7.1 (4H, m), 7.3-7.4 (4H, m), 7.43 (2H, d), 7.70 (2H, d). 

The above propionic acid methyl ester (0.25 g, 0.44 mmol) was dissolved in 1,4-dioxane (25 
5 mL). 4N aqueous sodium hydroxide (6 mL) was added and the mixture was stirred at room 
temperature for 16 hours. 36% aqueous hydrochloric acid (10 mL) was added and the mix- 
ture was extracted with ethyl acetate (3 x 50 mL). The combined organic extracts were dried 
(MgS0 4 ) and concentrated in vacuo . The residue was crystallised from a mixture of diethyl 
ether and heptane to afford 0.10 g (42%) of the title compound as a solid. 

10 

1 H NMR (CDCI3): 8 1.33 (9H, s), 2.70 (2H, t), 3.71 (2H, q), 4.95 (2H, s), 6.32 (1H, s), 6.88 
(1H, t), 7.1 (4H, m), 7.28 (2H, d), 7.35 (2H f d), 7.43 (2H, ), 7.68 (2H, d). 

EXAMPLE 374 
15 4-f1-(4-tert-Butvlphenvl)-3-(4-trifluorom 
benzamide 




4-Formylbenzoic acid methyl ester (10.6 g, 64 mmol) was dissolved in methanol (200 mL). 

20 4-ferf-Butylaniline (9.61 g, 64 mmol) was added and the resulting suspension was refluxed 
for 15 minutes. After cooling to room temperature, TFA (5.18 mL, 68 mmol) was added fol- 
lowed by portion wise addition of sodium cyanoborohydride (3.26 g, 52 mmol). The resulting 
mixture was stirred at room temperature for 2 hours and concentrated in vacuo . The residue 
was partitioned between ethyl acetate (200 mL) and 1N aqueous sodium hydroxide (150 and 

25 100 mL). The organic phase was dried (MgS0 4 ) and evaporated in vacuo to afford 19.0 g 
(99%) of 4-[(4-fert-butylpheny1amino)methyl]benzoic acid methyl ester as a solid. 

1 H NMR (CDCI3): 5 1.28 (9H, s), 3.92 (3H, s), 4.39 (2H f s), 6.57 (2H f d), 7.20 (2H, d), 7.44 
(2H, d), 8.00 (2H, d). 

30 
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The above benzoic acid methyl ester (0.73 g, 2.44 mmol) was dissolved in acetonitrile (7 mL) 
and 4-trifluoromethoxyphenylisocyanate (405 \iL, 2.68 mmol) was added. The resulting mix- 
ture was stirred at room temperature for 3 hours and then refluxed for 1 .5 hour. After cooling 
and concentration in vacuo , the residue was purified by column chromatography on silica gel, 
5 eluting first with a mixture of ethyl acetate and heptane (1 :6), then with a mixture of ethyl ace- 
tate and heptane (1:3) to afford 1.14 g (94%) of 4-[1-(4-fert-butylphenyl)-3-(4-trifluoro- 
methoxyphenyl)ureidomethyl]benzoic acid methyl ester as an oil. 

*H NMR (CDCI 3 ): 5 1.35 (9H, s), 3.91 (3H, s), 4.97 (2H, s), 6.30 (1H, s), 7.1 (4H, m), 7.32- 
10 7.43 (6H, m), 7.96 (2H, d). 

TLC: Rf = 0.11 (Si0 2 ; ethyl acetate/heptane (1:6)). 

HPLC-MS (Method B): R, = 9.05 min, m/z = 501 (M+1). 

15 

The above ureidomethyl-benzoic acid methyl ester (1.14 g, 2.28 mmol) was dissolved in 1,4- 
dioxane (25 mL) and added 1N aqueous sodium hydroxide (5 mL). The resulting mixture was 
stirred at room temperature for 1 hour. Ethanol (15 mL) and 1N aqueous sodium hydroxide 
(5 mL) were added and the resulting mixture was stirred at room temperature for 16 hours. 
20 The mixture was concentrated in vacuo and partitioned between 1N hydrochloric acid (100 
mL) and ethyl acetate (2 x 50 mL). The combined organic phases were dried (MgS0 4 ) and 
concentrated in vacuo to afford 847 mg (76%) of 4-[1-(4-fert-butylphenyl)-3-(4-trifluoro- 
methoxyphenyl)ureidomethyl]benzoic acid as a solid. 

25 1 H NMR (CDCI3): 8 1.33 (9H, s), 3.91 (3H, s), 4.97 (2H, s), 6.30 (1H, s), 7.1 (4H, m), 7.33 
(2H, d), 7.43 (4H, m), 8.03 (2H, d). 

HPLC-MS (Method B): R t = 8.25 min, m/z = 487 (M+1). 

30 The above ureidomethyl-benzoic acid (508 mg, 1.04 mmol) was dissolved in dichloro- 
methane (20 mL) and A/,A/-diisopropylethylamine (546 \xL t 3.13 mmol) and 2-(1H-benzo- 
triazole-1-yl)-1,1,3,3-tetramethyluronium hexafluorophosphate (321 mg, 1.15 mmol) were 
added. The resulting mixture was stirred at room temperature for 30 minutes. 5-Aminotetra- 
zole hydrate (118 mg, 1.15 mmol) was added and the resulting mixture was stirred at room 

35 temperature for 16 hours. The mixture was partitioned between water (200 mL) and ethyl 
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acetate (2 x 100 mL). The combined organic phases were dried and concentrated in vacuo . 
The residue was purified by column chromatography on silica gel eluting with a mixture of 
ethyl acetate and heptane (1:1), containing 1% acetic acid. This afforded 194 mg (34%) of 
the title compound as a solid. 

5 

1 H NMR (CDCI 3 ): 5 1.33 (9H, s), 3.91 (3H, s), 5.01 (2H, s), 6.35 (1H, s), 7.10 (2H, d), 7.14 
(2H, d), 7.36 (2H, d), 7.45 (2H, d), 7.58 (2H, d), 8.22 (2H, d), 12.3 (1H, s). 

HPLC-MS (Method B): R t = 7.95 min, m/z = 554 (M+1). 

10 

EXAMPLE 375 

4-f3-(3.5-Bis(trifluoromethvl)phenyl)-1-^ 
tetrazol-5-yl)benzamide 




F 



15 

This compound was prepared similarly as described in example 374 starting from frans-4-[(4- 
tert-butylcyclohexylamino)methylbenzoic acid methyl ester (prepared as described in general 
procedure (K), step 1) followed by reaction with 3,5-bis(trifluoromethyl)phenyl isocyanate, 
hydrolysis and coupling with 5-aminotetrazole. 

20 

HPLC-MS (method B): m/z: 612. R t = 8.38 min. 



1 H NMR (DMSOe): 5 0.83 (9H,s), 0.96 (1H,m), 1.14 (2H,m), 1.44 (2H t m), 1.73 (4H,m), 4.09 
(1H,m), 4.68 (2H,s) f 7.45 (2H f d), 7.63 (1H,s), 8.07 (2H,d), 8.29 (2H,s), 9.08 (1H,s), 12.49 
25 (1H P S). 
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EXAMPLE 376 

4-M-(frans-4-tert-Butvlcyclohexyl)-3-(4-^ 
hvdroxvcarbamovlethvDbenzamide 




5 

3- {4-[1-(4-fert-Butylcyclohexyl)-3-(4-triflu^ 

propionic acid (prepared as described in example 92; 0.2 g, 0.36 mmol) was dissolved in 
DMF (5 mL) and 1-hydroxybenzotriazole (53 mg, 0.39 mmol) and A/-(3-dimethylaminopropyl)- 
N -ethylcarbodiimide hydrochloride (75 mg, 0.39 mmol) were added and the resulting mixture 

10 was stirred at room temperature for 30 minutes. The mixture was cooled to 0°C and N,N- 
diisopropylethylamine (85 jiL, 0.50 mmol) and 0-(trimethylsilyl)hydroxylamine (60 ^L, 0.50 
mmol) were added and the mixture was stirred at room temperature for 16 hours. The mix- 
ture was concentrated in vacuo and the residue was dissolved in ethyl acetate (50 mL) and 
was washed with a saturated aqueous solution of sodium chloride (50 mL). The aqueous 

15 phase was extracted with ethyl acetate (2 x 50 mL) and the combined organic extracts were 
dried (MgS0 4 ) and concentrated in vacuo . The residue was purified by column chromatogra- 
phy on silica gel eluting with a mixture of ethyl acetate and glacial acetic acid (9:1). This af- 
forded 95 mg (46%) of the title compound as a solid. 

20 HPLC-MS (Method B): R, = 7.32 min, m/z = 579 (M +1). 

EXAMPLE 377 

4- ri-(frans-4-ferf-Butvlcvclohexvl)-3-(4-trifluoromethoxvphenvl)ureidomethvl1-A/-hydroxv- 
carbamovlmethvl-benzamide 
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This compound was prepared from 3-{4-[1-(frans-4-feAf-butylcyclohexyl)-3-(4-trifluoro- 
methoxyphenyl)ureidomethyl]benzoylamino}acetic acid (example 95), by coupling this com- 
pound with O-trimethylsilylhydroxylamine using standard peptide coupling conditions as de- 
scribed in the art. 



1 H NMR (DMSO-d 6 ): 5 10.60 (1H, s), 8.78 (1H, s), 8.65 (1H, t), 8.52 (1H ? s), 7.80 (2H, d), 
7.55 82H, d), 7.34 (2H, d), 7.23 (2H, d), 4.60 (2H, broad), 4.05 (1H, m), 3.75 (2H, d), 1.80- 
0.85(1 OH, m), 0.80 (9H,s). 

10 Micro analysis. Calculated for C28H35F3N4O5, 0.75H 2 O: 
C, 58.17%; H, 6.36%; N, 9.69%. Found: 
C, 58.29%; H, 6.28%; N, 9.97%. 

EXAMPLE 378 
15 4-r3-(2-ButyM t 3-dioxo-2,3-dihyd^ 
(2H-tetrazol-5-vl)benzamide 



To a solution of 4-nitrophthalimide (7.20 g, 37.5 mmol) and n-bromobutane (25.5 g; 186 
20 mmol) in DMF (50 mL) was added potassium carbonate (10.0 g; 72.5 mmol) and the result- 
ing mixture was heated to 100°C for 16 hours. The reaction mixture was cooled to room tem- 
perature and partitioned between water (200 mL) and ethyl acetate (200 mL). The organic 
layer was separated, washed once with brine and dried with anhydrous Na 2 S0 4 . The solvent 
was removed in vacuo by rotary evaporation to leave N-butyl-4-nitrophthalimide as an oil, 
25 which crystallised upon standing. Yield: 9.37 g (100%). 



1 H NMR (DMSO-d 6 ): 5 0.91 (t, 3H); 1.31 (m, 2H); 1.60 (m, 2H); 3.62 (t, 2H); 8.11 (d, 1H); 
8.47 (d, 1H);8.61 (dd, 1H). 



5 




CH 3 
H 3 C-4-CH 3 



o 



30 A solution of A/-butyl-4-nitrophthalimide (1.45 g, 5.8 mmol) in methanol (30 mL) was added 
drop wise to a well stirred solution of sodium dithionite (6.50 g, 37.1 mmol) and sodium car- 
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bonate (3.22 g, 30.5 mmol) in water (40 mL), while the temperature was maintained at 70°C. 
After addition, heating at 70°C was continued for a further 30 minutes, then the reaction mix- 
ture was allowed to cool to room temperature. The reaction volume was reduced to one third 
by rotary evaporation, and the residual water solution was extracted with diethyl ether (2 x 50 
5 mL). The combined organic phases were dried with anhydrous Na 2 S0 4t and then taken to 
dryness. The residual oil was recrystallised from ethanol/water to give 750 mg (59%) of N- 
butyl-4-aminophthalimide. 

1 H NMR (DMSO-d 6 ):8 0.89 (t, 3H); 1.26 (m, 2H); 1.53 (m, 2H); 3.48 (t, 2H); 6.44 (bs, 2H); 
10 6.78 (dd, 1H); 6.92 (d,1H); 7.46 (d, 1H). 

A/-Butyl-4-aminophthalimide (100 mg, 0.46 mmol) was suspended in toluene (2 mL), and 
bis(trichloromethyl)carbonate (50 mg, 0.17 mmol) was added. The mixture was heated to re- 
flux for 1 hour, then cooled and taken to dryness by rotary evaporation. The solid residue 
15 was re-dissolved in DMF (2 mL). 4-[(4-fert-Butylphenylamino)methyl]-A/-2H-tetrazol-5- 
yl)benzamide (161 mg, 0.46 mmol) was added and the mixture heated to 100°C for 2 hours. 
After cooling to room temperature, water (3 mL) was added and the precipitated gum col- 
lected by filtration. Recrystallisation from acetonitrile afforded the title compound as a white 
powder. Yield: 20 mg (30%). 



1 H NMR (DMSO-d 6 ): 8 0.88 (t, 3H); 1.25 (m, 2H); 1.28 (s, 9H); 1.55 (m, 2H); 3.54 (t, 2H); 5.03 
(s, 2H); 7.25 (d, 2H); 7.42 (d, 2H); 7.48 (d, 2H); 7.72 (d, 1H); 7.80 (d, 1H); 8.02 (s, 1H); 8.04 
(d, 2H); 8.95 (s, 1H); 12.26 (bs, 1H). 

25 HPLC-MS (method B): 595.4 (M+1 ). R t = 7.68 min. 

EXAMPLE 379 

4-(1-(4-Cvclohexvlphenvl)-3-[1-(5-methoxvnaphthalen-2-yl)ethvl1ureidomethvl)-A/-(2H- 
tetrazol-5-vl)benzamide 



20 



30 
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The isocyanate was prepared in situ via a Curtius rearrangement of the corresponding car- 
boxylic acid: 



2-(5-Methoxynaphthalen-2-yl)propionic acid (0.26 g, 1.12 mmol) was dissolved in toluene (10 
mL). Triethylamine (0.52 mL) was added followed by diphenylphosphoryl azide (0.40 mL, 
1.86 mmol). The mixture was stirred for 2 hours at 25°C and 4-[(4-cyclohexylphenylarnino)- 
methyl]-A/-(2tf-tetrazol-5-yl)benzamide (0.14 g, 0.37 mmol) was added. Stirring was contin- 
10 ued at 25°C for 16 hours then at 100°C overnight. The solvent was removed in vacuo and the 
residue was purified by column chromatography on silica gel using a mixture of heptane and 
ethylacetate (1 :1 ) as eluent to afford the title compound . 

'H NMR (DMSO-d 6 ): 8 12.40 (s, 1H); 8.05 (d, 2H); 7.72 (d, 2H); 7.62 (s, 1H); 7.45-7.35 (m, 
15 3H); 7.28 (s, 1H); 7.25-7.10 (m, 5H); 5.05 (m, 1H); 4.93 (d, 2H); 3.86 (s, 3H); 1.75-1.65 (m, 
4H); 1.50-1.15 (m, 9H) 

HPLC-MS (Method B): m/z = 604 (M+1). R t = 8.08 min. 

20 EXAMPLE 380 

44/V-(frans-4-terf-Butvlcvclohexyiy^ 
tetrazo)-5-yl)benzamide 



25 Trans-4-trifluoromethoxybenzoic acid N -(4-fert-butylcyclohexyl)hydrazide (350 mg, 1 .0 

mmol) and methyl 4-(bromomethyl)benzoate (220 mg, 1.0 mmol) were dissolved in DMF (5.0 
mL). Sodium hydrogen carbonate (300 mg) was added, and the mixture was stirred for 16 
hours under a nitrogen atmosphere at ambient temperature. Water (30 mL) was added and 



o XH 3 





Curtius Rearrangement 



5 
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the mixture was extracted with diethyl ether (2 x 25 mL). The combined organic phases were 
dried with Na 2 S0 4 and evaporated in vacuo to afford methyl 4-[W-(4-fert-butylcyclohexyl)-A/'- 
(4-trifluoromethoxybenzoyl)hydrazinomethylbenzoate as white crystals. Yield: 430 mg (85%). 

5 1 H NMR (DMSO-cfe): 5 0.82 (s, 9H); 0.95 (m, 3H); 1.23 (m, 2H); 1.78 (m, 2H); 2.06 (m, 2H); 
3.82 (s, 3H); 4.14 (s, 2H); 7.38 (d, 2H); 7.54 (d t 2H); 7.71 (d, 2H); 7.85 (d t 2H); 9.24 (s, 1H). 

Methyl 4-[A/-(4-feAt-butylcyclohexyl)-AT-(4-trifluoromethoxybenzoyl)hydrazinomethylbenzoate 
(400 mg, 0.78 mmol) was dissolved in methanol (40 mL) by gentle heating. After cooling to 

10 room temperature, aqueous sodium hydroxide (4 mL; 4N) was added. The mixture was 
heated to reflux for 2 hours, then allowed to cool to ambient temperature. Acetic acid (3.0 
mL) was added before the solvent was removed in vacuo . Water (30 mL) was added to the 
residue, and insoluble material was collected by filtration. Recrystallisation from acetonitrile 
afforded 4-[A/-(4-tert-butylcyclohexyl)-A/ , -(4-thfluoromethoxy-benzoyl)hydrazinomethylbenzoic 

15 acid. Yield: 320 mg (83%). 

1 H NMR (DMSO-cfe): 5 0.82 (s, 9H); 0.96 (m, 3H); 1.24 (m, 2H); 1.78 (m, 2H); 2.05 (m, 2H); 
2.85 (t, 1H); 4.13 (s, 2H); 7.38 (d, 2H); 7.50 (d, 2H); 7.72 (d, 2H); 7.82 (d, 2H); 9.26 (s, 1H). 

20 HPLC-MS (method B): 493.2 (M+1). R, = 7.92 min. 

4-[A/-(4-tert-Butylcyclohexyl)-AT-(4-trifluoromethoxybenzoyl)hydrazinomethylbenzoicacid (264 
mg; 0.54 mmol), AZ-hydroxybenzotriazole monohydrate (82 mg, 0.54 mmol) and A/-ethyl-/V-3- 
dimethylaminopropylcarbodiimide hydrochloride (105 mg, 0.54 mmol) were dissolved in DMF 
25 (4.0 mL). The mixture was stirred at room temperature for 30 minutes, and then 5-amino- 
tetrazole monohydrate (100 mg; 0.96 mmol) was added. The reaction mixture was then left 
stirring at ambient temperature for 48 hours. The mixture was poured in water (40 mL), and 
the precipitated material collected by filtration. After several washes with water, the material 
was dried in vacuo to afford the title compound as a white powder. Yield: 257.2 mg; (86%). 

30 

1 H NMR (DMSO-cfe): 8 0.82 (s, 9H); 0.98 (m, 3H); 1.25 (m, 2H); 1.80 (m, 2H); 2.07 (m, 2H); 
4.16 (s, 2H); 7.38 (d, 2H); 7.59 (d, 2H); 7.73 (d, 2H); 8.02 (d, 2H); 9.26 (s, 1H); 12.27 (bs, 
1H). 



35 



HPLC-MS (method B): 560.4 (M+1). R t = 7.77 min. 
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EXAMPLE 381 

3,(441 -( 1 -Cvclopropanecarbonvipiperidin-4"Vl)-3-(4-trifluoromethoxyphenvl)ureidomethvl1- 
benzoylaminolpropionic acid 



441-r4-(2-Methoxycarbonvle^ 
piperidine-1-carboxylic acid tert-butyl ester 
4-[1-[4-(2-Methoxycarbonylethylrarbamoyl)ben^ 

piperidine-1-carboxylic acid terf-butyl ester was prepared in analogy with previously de- 
scribed methods (reductive amination using 4-aminopiperidine-1-carboxylic acid terf-butyl 
ester). 

3-(4-ri-Piperidin-4-vl-3-(44rifluoromethoxvphenvl)ureidomethvl1benzovlamino)propionic acid 
methyl ester hydro chloride 

The Boc-protecting group was removed by adding 20 ml_ HCI in ethyl acetate (2M) to a sus- 
pension of 4-[1-[4-(2-methoxycarbonylethylcarbamoyl)benzyl]-3-(4-trifluoromethoxy-phenyl)- 
ureido]piperidine-1-carboxylic acid tert-butyl ester (2.60 g) in 25 mL ethyl acetate. Stirring 
overnight at 25°C followed by evaporation of the solvent afforded the desired compound. 

3-(4-f 1 -( 1 -Cvclopropanecarbonvlpiperidin-4-vl)>3-(4-trifluoromethoxv-phenyl)ureidomethvn- 
benzovlamino)propionic acid methyl ester 

To a solution of 3-{4-[1-piperidin-4-yl-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoyl- 
amino}propionic acid methyl ester hydrochloride (0.20 g) in DMF (5 mL) was added diisopro- 
pylethylamine (0.30 mL) and cyclopropylcarboxylic acid chloride (0.16 mL). The mixture was 
stirred at 25°C overnight. Water (100 mL) and ethyl acetate (100 mL) were added, the 
phases separated and the organic phase was washed with a solution of NH 4 CI (sat., 2 x 50 
mL) and water (50 mL). Upon drying with MgS0 4 the solvent was evaporated and the residue 
purified by column chromatography. 




F 



F 
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3-{4-n-(1-Cyclopropanerarbonylpipe^^^ 
benzovlaminojpropionic acid 

The above 3-{4-[1-(1-cyclopropanecarbonylpiperidin-4-yl)-3-(4-trifluoromethoxyphenyl)^ 
ureidomethyl]benzoylamino}propionic acid methyl ester (0.17 g, 0.28 mmol) was dissolved in 
5 10 mL ethanol and hydrolysed by adding lithium hydroxide (14 mg, 0.56 mmol) dissolved in 
water (1 mL). The mixture was stirred at 50°C for 2 hours. The solvent was evaporated and 
water (25 mL) was added to the mixture followed by HCI (1N) adjusting pH to 3-4 allowing 
the title compound to be isolated as a precipitate. 

10 1 H NMR (300 MHz, DMSO-d 6 ): 6 12.22 (s br, 1H); 8.60 (s, 1H); 8.45 (t, 1H); 7.75 (d, 2H); 
7.55 (d, 2H); 7.32 (d, 2H); 7.22 (d, 2H); 4.62 (s t 2H); 4.50-4.30 (m, 3H); 3.45 (q, 2H); 3.05 (t 
br, 1H): 2.50 (t, 2H); 1.95 (m, 1H); 1.70-1.40 (m, 4H); 0.70 (m, 4H). 

HPLC-MS (method B): m/z = 577, R, = 5.40 min. 

15 

EXAMPLE 382 

3-(4-[1-(4-Diethvlcarbamovlcvclohexvl)-3-(4-trifluoromethoxyphenvl)ureidomethynbenzovl- 
amino)propionic acid 




20 

4-f(4-Carboxvcvclohexylamino)methvnbenzoic acid methyl ester 

Methyl 4-formylbenzoate (5 g, 30 mmol) was dissolved in DMF (60 mL) and 4-aminocyclo- 
hexylcarboxytic acid (4.36 g, 30 mmol) and NaBH 4 (1.1 g t 30 mmol) were added. The mixture 
was stirred at 70°C overnight. Trimethylorthoformate (10 mL) was added and the mixture was 
25 stirred at 100°C overnight. Toluene was added and the mixture was heated to 135°C and 
stirred overnight. The solvent was evaporated leaving a DMF solution to which HCI (1N, 30 
mL) was added causing precipitation. The desired product was collected by filtration. 
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4-f 1 "(4-Carboxycvclohexvl)-3-(4-trifluoromethoxvphenvl)ureidomethyl1benzoic acid methyl 
ester 

The above 4-[(4-carboxycyclohexylamino)methyl]benzoic acid methyl ester (1g, 3.4 mmol) 
was dissolved in acetonitrile (25 mL) and 4-trifiuoromethoxyphenylisocyanate (0.73 g, 3.4 
5 mmol) was added. Stirring overnight at 50°C followed by cooling to 25°C formed a precipi- 
tate, which was removed by filtration. The filtrate was concentrated in vacuo and the product 
purified by chromatography using silica as stationary phase and a mixture of ethyl acetate, 
methanol and acetic acid as eluent (15:1:0.1). 

10 441-(4-DiethvlcarbamoylcvclohexylV3-(4-trifluoromethoxyphenyl)ureidomethvllbenzoic acid 
methyl ester 

To the above 4-[1-(4-carboxycyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoic 
acid methyl ester (0.30 g, 0.6 mmol) dissolved in DMF (10 mL) was added 1-ethyl-3-(3- 
dimethylaminopropyl)carbodiimide hydrochloride (EDAC, 0.12 g, 0.6 mmol) and 1-hydroxy- 
15 benzotriazole (HOBt, 0.098g, 0.65 mmol). After stirring the mixture 30 min at 25°C, diethyl- 
amine (76 |jL) was added. The mixture was allowed to react overnight at 25°C. Water (100 
mL) and ethyl acetate (100 mL) were added, the phases separated and the aqueous phase 
was extracted with ethyl acetate (2 x 100 mL). The combined organic phase was dried with 
MgS0 4 and evaporated to give the desired product. 

20 

3.(4-[1>(4-Diethvlcarbamovlcvclohexyl)-3-(4-trifluoromethoxyphenvl)ureidomethvnbenzovl- 
aminolpropionic acid 

The above 4-[1 -(4-diethylcarbamoylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]- 
benzoic acid methyl ester was converted into the title compound by methods already de- 
25 scribed. 

1 H NMR (300 MHz, DMSO-cfe): 8 12.22 (s br, 1H); 8.55 (s, 1H); 8.45 (t, 1H); 7.75 (d, 2H); 
7.55 (d, 2H); 7.30 (d, 2H); 7.20 (d, 2H); 4.55 (s, 2H); 4.10 (t br, 1H); 3.45 (q, 2H); 3.20 (m, 
2H): 2.70 (s br, 1H); 2.10-1.40 (m, 8H); 1.10 (t, 3H); 0.95 (t, 3H). 

30 

HPLC-MS (method B): m/z = 607, R t = 6.50 min. 
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EXAMPLE 383 

3-(4^1,5-Bis(4-trifluoromethoxy acid 




5 Ethyl 3-(4-aminomethylbenzoylamino)propanoate hydrochloride was prepared from p-alanine 
ethyl ester hydrochloride and 4-(terf-butoxycarbonylaminomethyl)benzoic acid by methods 
known to those skilled in the art. 

3-(4-f3-(4-Trifluoromethoxvphenyl)ureidomethvl1benzoylamino)propionic acid ethyl ester 



10 




Ethyl 3-(4-Aminomethylbenzoylamino)propanoate hydrochloride (0.25 g, 0.87 mmol) in ace- 
tonitrile (5 mL) and diisopropylethylamine (0.15 mL) was allowed to react with 4-trifluoro- 
methoxyphenylisocyanate (0.37 g, 1.74 mmol) at 50°C overnight. Upon cooling to 25°C the 
1 5 product precipitated and was collected by filtration. 

3'(4-f1 t 5-Bis(4-trifluoromethoxyphenvlV3-biuretmethvllbenzoylamino)propionic acid ethyl es* 
ter 

To a solution of the above 3-{4-[3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoylamino}- 
20 propionic acid ethyl ester (0.32 g, 0.71 mmol) in DMF (5 mL) was added sodium hydride (17 
mg, 0.71 mmol). The mixture was stirred at 25°C for 1hr. Then 4-trifluoromethoxyphenyl- 
isocyanate (0.22 g, 1 .06 mmol) was added and the mixture was stirred 5 hours at 25°C. The 
product was isolated by filtration. 
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3-(4-H t 5-Bis(4-trifluoromethoxyp^ acid 
The above 3-{4-[1 ,5-bis(44rifluoromethoxypheny!)-3-biuretmethyl]benzoylamino}propionic 
acid ethyl ester was hydrolysed into the title compound by methods already described. 

5 1 H NMR (300 MHz, DMSO-d 6 ): 6 12.22 (s br, 1H); 10.20 (s, 2H); 7.75 (d, 2H); 7.55 (d, 4H); 
7.42 (d, 1H); 7.32 (d, 4H); 5.10 (s, 2H); 3.45 (q, 2H). 

HPLC-MS (method B): m/z = 629, R, = 7.61 min. 

10 EXAMPLE 384 

3-(4-(fBis(4-trifluoromethvlbenzvl)aminolmethvl)benzovlamino)propionic acid 




Resin bound Fmoc B-alanine 
15 150 pmol Fmoc (3-alanine was dissolved in a mixture of 250 pL dichloromethane, 250 pL 
DMF and 100 pL diisopropylethylamine and added to 50 mg polystyrene resin functionalized 
with a 2-chlorotrityl chloride linker. After shaking the suspension for 4 hours at 25°C, the resin 
was isolated by filtration and washed with 2x1 mL dichloromethane: metha- 
nol:diisopropylethylamine (17:2:1) and 2 x 1 mL DMF. 



20 
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Resin bound 3-{4-f(9H-fluoren-9-vlmethoxyc^rbonvlamino)methvl1benzovlamino}-propionic 
acid 

To the above resin bound Fmoc fl-alanine was added 500 pL of a 20% solution of piperidine 
in DMF. Upon shaking for 30 min, the resin was drained and washed with 1 mL DMF contain- 
5 ing 1-hydroxybenzotriazole (50 mg/mL) and DMF (2 x 1 mL). Then 200 pmol 4-[(9H-fluoren- 
9-ylmethoxycarbonylamino)methyl]benzoic acid (74.2 mg) dissolved in a mixture of 430 pL 
DMF and 70 pL diethylisopropylamine was added followed by 200 pmol bromo-tris-pyrro- 
lidinophosphonium hexafluorophosphate (PyBrOP, 93 mg) dissolved in 500 pL DMF. The 
mixture was shaken for 4 hours at 25°C followed by filtration and washing of the resin with 3 
10 x 1 mL DMF. 

Resin bound 3-(4>(fbis(44rifluoromethvlbenzyl)amino1methvl)benzovlamino)propionic acid 
The Fmoc protecting group was removed from the above resin bound 3-{4-[(9H-fluoren-9- 
ylmethoxycarbonylamino)methyl]benzoylamino}propionic acid using 500 pL of a 20% solution 
15 of piperidine in DMF. Upon shaking for 30 min, the resin was drained and washed with 1 mL 
DMF containing 1-hydroxybenzotriazole (50 mg/mL) and DMF (2 x 1 mL) r 2 x 1 mL 1,2-di- 
chloroethane and 20 pL acetic acid dissolved in 1 mL 1 ,2-dichloroethane. 

The resulting resin bound 3-(4-aminomethylbenzoylamino)propionic acid was treated with 98 
20 mg 4-trifluoromethylbenzaldehyde (700 pmol) dissolved in 500 pL 1 ,2-dichloroethane, 50 pL 
acetic acid and a slurry of 148 mg NaBH(OAc) 3 (700 pmol) in 1 mL 1 ,2-dichloroethane. 
Overnight shaking at 25°C followed by filtration and washing with 2 x 1 mL dichloromethane, 
2 x 1 mL CH 3 OH:DMF (1:1) and 3 x 1 mL DMF afforded resin bound 3-(4-{[bis(4-trifluoro- 
methylbenzyl)amino]methyl}-benzoylamino)propionic acid. 

25 

3-(4-(rBis(4-trifluoromethvlbenzvl)amino1methyl)benzovlamino)propionic acid 
The above resin bound 3-(4-{[bis(4-trifluoromethylbenzyl)amino]methyl}benzoylamino)- 
propionic acid was treated with 1 mL 5% TFA in dichloromethane for 1 hour at 25°C. The 
product was filtered off and the resin was washed with 1 mL dichloromethane. The combined 

30 extracts were concentrated in vacuo . The residue was dissolved in 50 pL DMSO + 500 pL 
CH 3 CN and purified by preparative HPLC using a Supelcosil ABZ+ 25 cm x 10 mm 5p col- 
umn. The starting eluent composition was 5% CH 3 CN in H 2 0 changing over 30 minutes to 
90% CH 3 CN in H 2 0 which was then kept constant for 5 minutes before going back to the 
starting composition over 10 min. The flow rate was kept constant at 8 mL/min collecting one 

35 fraction per min. The process was monitored using a UV detector operating at 214 nm. The 
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fractions containing the desired products were combined and evaporated in vacuo to afford 
the title compound . 

1 H NMR (300 MHz, DMSO-c/ 6 ): 6 8.48 (t, 1H); 7.82 (d, 2H); 7.72 (d, 2H); 7.62 (d, 2H); 7.45 (d, 
5 2H); 3.85 (br, 6H). 

HPLC-MS (method B): m/z = 539, 5.90 min. 
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General procedure (N) for the solution phase synthesis of compounds of the general formula 

mi 



o o 

0 NalOAcfcBH R -n^A' Y V^R 1 

ii n^F ° R 

x Step A H stepB R *0^A' Y ^N^X' 



StepC 



1) 2M LiOH 

2) 1MHCI 



O R 1 
HO^A'^Z^N^X' 0 



dm) 



5 wherein 

A, Y, Z, E, X, D and R 1 are as defined for formula (I) and 
R is Ci.8-alkyl. 

10 

Step A: 

The appropriate carbonyl in dichloromethane was reacted with the desired amines (1.1 eq) in 
dichloromethane. To this solution was added sodium triacetoxyborohydride (1.5 eq.) followed 
by a catalytic amount of acetic acid or TFA. The reaction was left to proceed for 15 hours. 
15 The reactions were diluted with ethyl acetate and washed with saturated sodium bicarbonate 
(2 x), water (2 x), brine, and dried over MgS0 4 . Evaporation of the solvent afforded the crude 
desired amine. 



Step B: 

20 To the amine from step A in dichloromethane was added R-OC(0)-A-Y-Z-C(0)-R\ eg ethyl 
3-[(4-formylbenzoyl)amino)]propionate, (0.9 eq) in dichloromethane. R-0(CO)-A-Y-Z-C(0)-R 1 
may be prepared in a similar way as described in the general procedure (J) under the gen- 
eral preparation of formylarylcarboxamides. To this solution was added sodium triacetoxy- 
borohydride (1 .5 eq.) followed by a catalytic amount of acetic acid or TFA. The reaction was 

25 left to proceed for 15 hours. The reactions were diluted with ethyl acetate and washed with 
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saturated sodium bicarbonate (2 x), water (2 x), brine, and dried over MgS0 4 . Evaporation of 
the solvent afforded the crude desired amine. 

Step C: 

5 The residue obtained in step B was dissolved in DMF and aqueous 2M lithium hydroxide (10 
eq) was added. The reactions were shaken overnight and filtered. 

The following examples were prepared according to the general procedure (N). 

10 EXAMPLE 385 (general procedure (N)) 

3-(4-(r(4-te/t-Butvlcvclohexyl)--(4-trifluoromethoxvbenzvl)amino1methvl)benzovlamino)- 
propionic acid 



15 1 H NMR (DMSO-d 6 ): 5 0.79 (s, 9H), 0.86 - 1.05 (m, 3H), 1.60 (qt, 2H), 1.82 (d, 2H), 2.27 (d, 
2H), 2.50 (t, 2H), 3.02 (t, 1H), 3.45 (qt, 2H), 4.18 (m, 2H), 4.50 (m, 2H), 7.36 (d t 2H), 7.62 (d, 
2H), 7.34 (d, 2H), 7.81 (d, 2H), 8.63 (t, 1H), 10.80 (brd s, 1H), 12.00 (brd s, 1H). 

MS (APCI, pos): 535.2, 536.2, 537.2. 

20 

EXAMPLE 386 (general procedure (N)) 

3-(4-([(4-Cvclohexvlphenvl)-(4-trifluoromethoxyben2vl)amino1methvl)benzovlamino)propionic 
acid 



1 H NMR (MeOH-d 4 ): 5 0.95 - 1.15 (m, 5H), 1.40 - 1.52 (m, 5H), 2.12 (m, 1H), 2.39 (t, 2H), 
3.39 (qt, 2H), 4.47 - 4.49 (m, 4H), 6.51 (d, 2H), 6.77 (d, 2H), 6.91 (d, 2H), 7.06 (m, 4H), 7.50 
(d, 2H). 
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MS (APCI. pos): 552.2 

EXAMPLE 387 (general procedure (N)) 
5 3-(4-{r(frans-4-Cvclohexvlcvclohexvl)-(4-trifluoromethoxvbenzvl)arninolmethvl)benzovl- 
amino)propionic acid 




1 HNMR(DMSO-d 6 ):5 0.80-1.06 (m, 10H), 1.20 (qt, 2H), 1.51-1.90 (m. 9H), 2.14 (t, 2H), 
10 2.20 (m. 1H), 3.33 (t, 2H), 3.57 (brd m, 4H), 7.22 (d, 2H), 7.37 (d, 2H). 7.42 (d, 2H), 7.68 (d, 
2H). 

MS (APCI, pos): 561.2. 562.2, 489.2. 
15 General procedure (O) for the solution phase synthesis of compounds of the general formula 




(In) 

20 wherein 

E, X, D, A, and V are as defined in formula (I), and 
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R is C^-alkyl. 
Step A: 

5 The appropriate carbonyl compound, D-X-CHO, in dichloromethane was reacted with the de- 
sired amines (1.1 eq) in dichloromethane. To this solution was added sodium triacetoxyboro- 
hydride (1 .5 eq.) followed by a catalytic amount of acetic acid or TFA. The reaction was left 
to proceed for 15 hours. The reactions were diluted with ethyl acetate and washed with satu- 
rated sodium bicarbonate (2 x), water (2 x), brine, and dried over MgS0 4 . Evaporation of the 
10 solvent afforded the crude desired amine. 

Step B: 

To the amine from step A in dichloromethane was added C^-alkyl 4-formylbenzoate (0.9 eq) 
in dichloromethane. To this solution was added sodium triacetoxyborohydride (1 .5 eq.) fol- 
15 lowed by a catalytic amount of acetic acid or TFA. The reaction was left to proceed for 15 
hours. The reactions were diluted with ethyl acetate and washed with saturated sodium bi- 
carbonate (2 x), water (2 x), brine, and dried over MgS0 4 . Evaporation of the solvent af- 
forded the crude desired amine. 

20 Step C: 

The residue obtained in step B was dissolved in DMF and aqueous 2M lithium hydroxide (10 
eq) were added. The reactions were shaken overnight, diluted with ethyl acetate and washed 
with water (3 x), brine, dried over MgS0 4 , filtered, and concentrated. 

25 Step D: 

To a solution of the acid from step C in a suitable solvent such as dichloromethane, DMF, or 
THF was added diisopropylethylamine (5 eq) and 2-(1H-benzotriazol-1-yl)-1 f 1 I 3,3-tetra- 
methyluronium hexafluorophosphate (HBTU) (1.1 eq). The reaction was allowed to stir for 30 
minutes before 5-aminotetrazole hydrochloride (3 eq) was added. The solution was stirred at 
30 room temperature for 4 hours. The solvents were evaporated under reduced pressure. The 
residue was taken up in ethyl acetate and 1 N HCI. The organic layer was separated and 
washed with H 2 0 (2 x), aqueous NaHC0 3 (3 x), brine (2 x), dried over MgS0 4f and concen- 
trated to give the desired product. 



35 



The following examples were prepared according to the general procedure (O). 
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EXAMPLE 388 (general procedure (O)) 

4"(f(4-Cvclohexvlphenvl)-(4>trifluoromethoxyben2vl)amino1methvl)-/V-(2^ 
benzamide 




1 H NMR (DMSO-de): 8 1.28 (m, 5H), 1.70 (m, 5H), 2.30 (m, 1H), 4.74 (s, 2H), 4.77 (s, 2H), 
6.57 (d, 2H), 6.95 (d, 2H), 7.32-7.44 (m, 6H), 8.07 (d, 2H), 12.40 (brd s, 1H), 15.90 (brd s, 
1H).. 

10 

MS (APCI, Neg): 549.2, 550.2, 551.2. 

General procedure (P) for solution phase synthesis of compounds of the general formula do): 




wherein 

E and D are as defined in formula (I), 

20 

A is -CH 2 -CH 2 -NH- or -NH- and 

V is tetrazol-5-yl or C(0)OR 2 , wherein R 2 is hydrogen or C^-alkyl. 
25 Step A: 

The appropriate primary amine (0.01 1 mmol) in acetonitrile was dispensed into reactor tubes 
containing N,A/-disuccinimidyl carbonate (0.011 mmol) in acetonitrile. The solutions were 
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stirred at room temperature for 4 hours to give the corresponding carbamates in quantitative 
yields. 



5 To the resulting carbamates from step A was added the corresponding amine (0.01 1 mmol) 
in acetonitrile. The reactions were stirred at 80°C overnight. Evaporation of the solvent under 
reduced pressure gave the desired urea. 

In case V is C(0)OCi^-alkyl, a third synthesis step C may be added where CJOJOC^-alkyl is 
10 hydrolysed to C(0)OH. 

Step C: 

The residue obtained in step B was dissolved in DMF and aqueous 2 M lithium hydroxide (10 
eq.) were added into each reaction vessel. The samples were shaken overnight and filtered. 
15 Aqueous 1 N HCI was then added to give the desired carboxylic acids. 

The following examples were prepared according to the general procedure (P). 

EXAMPLE 389 (General procedure (P)) 
20 4-(1-(4-Cvclohexvlphenvl)-3'[3-(propane-2-sulfonylmethvl)phenvnureidomethvl)-A/-(2H- 
tetrazol-5-vl)benzamide 



To a solution of 3-nitrobenzyl bromide (3 g, 13.9 mmol) and 2-propanethiol (1.16 g, 15.3 
25 mmol) in THF (100 mL) was added CsC0 3 (6.5 g, 20 mmol). The mixture was refluxed for 16 
hours, and filtered. To the filtrate was added excess 3-chloroperoxybenzoic acid. The mixture 
was stirred at room temperature for 16 hours, concentrated to one-third volume, diluted with 
water (100 mL), and extracted with ether. The organic extracts were washed with 10% so- 
dium carbonate, dried (Na 2 S0 4 ), and concentrated to provide a mixture containing desired 
30 product and starting material. After column chromatography on silicagel, eluting with a mix- 



Step B: 
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ture of hexane and ethyl acetate (2:1) pure isopropyl 3-nitrobenzyl sulfone (2.7 g, 80%) was 
isolated. 

1 H NMR (CDCI 3 ): 6 1.42 (d, 6H), 3.09 (m f 1H), 4.29 (s, 2H), 7.59 (t, 1H), 7.79 (d, 1H), 8.2-8.3 
5 (s overlap with d, 2H). 

To a solution of the above isopropyl 3-nitrobenzyl sulfone (1.4 g, 5.8 mmol) in ethanol (50 
mL) was added 100 mg Pd/C(10%). The mixture was stirred under a hydrogen atmosphere 
at room temperature for 30 min. The catalyst was filtered off, and the filtrate was concen- 
10 trated to give the isopropyl 3-aminobenzylsulfone. 

1 H NMR (CDCI3): 5 1.32 (d, 6H), 3.02 (m, 1H) f 4.15 (s, 2H), 6.65 - 6.82 (m, 3H), 7.14 (t, 1H). 

This title compound was prepared from isopropyl 3-aminobenzylsulfone and 4-[(4-cyclohexyl- 
1 5 anilino)methyl]-W-(2H-tetrazol-5-yl)benzamide following the general procedure for formation 
of ureas with di-(A/-succinimidyl)carbonate. 

1 H NMR (DMSO-d 6 ) 8: 1.27 (d, 6H), 1.28-1.45 (m, 6H), 1.62-1.88 (m, 5H), 3.20 (m, 1H), 4.36 
(s, 2H), 4.99 (s, 2H), 7.00 (d, 1H), 7.15-7.30 (m, 3H), 7.47 - 7.55 (m, 4H), 7.98 (d, 2H), 8.28 
20 (s, 1H), 11.3(br, 1H). 

LC-MS (APCI, pos.): 616 (M+1). 

EXAMPLE 390 (general procedure (P)) 
25 3-(4-(1-(frans-4-Cvclohexvlcvclohexvl)-3-[3-(/V-ethvl-A/-phenylsulfamovl)-4-methvlphenvn- 
ureidomethvl)benzoylamino)propionic acid 
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1 H NMR (DMSO-de): 5 0.90 - 1.30 (m, 13H). 1.39 (q, 2H), 1.65 (m, 8H), 2.14 (s, 3 H), 2.48 
(m, 2H), 3.59 (m, 2H), 3.32 (q, 2H), 4.03 (m, 1H), 4.59 (s, 2H), 7.18 (m, 3H), 7.33 (m, 5H), 
7.67 (d, 1H), 7.73 (d, 2H), 7.96 (s, 1H), 8.43 (m. 1H), 8.58 (s, 1 H). 

5 MS (APCI, pos.): 703.3 (M+1 ). 

EXAMPLE 391 (general procedure (P)) 

3-(4-(1-(frans-4-Cvclohexyl(^clohexvl)-3-biphenvl-2-vlmethvl)ureidomethvl)benzovl- 
amino)propionic acid 



1 H NMR (DMSO-d 6 ): 6 0.62- 1.25 (m, 10H), 1.39 (q, 2H), 1.60 (m, 8H), 2.46 (m, 2 H), 3.43 (q. 
2H), 3.85 (m, 1H), 3.97 (d, 2H), 4.44 (s, 2H), 6.50 (s, 1 H), 6.94 (d, 1H), 7.02 -7.23 (m, 10H), 
7.52 (d, 2H), 7.75 (d, 2H, 8.23 (t, 1H). 

15 

MS (APCI, pos.): 596.4 (M+1). 
EXAMPLE 392 (general procedure (P)) 

5-(3-(3-(frans-4-Cvclohexvlcvclohexvl)-3-[4-(2-carboxvethvlcarbamovl)benzvnureido}phenyl)- 
20 2-methylfuran-3-carboxylic acid methyl ester 



1 H NMR (DMSO-d 6 ): 6 0.70 -1.25 (m, 10H), 1.41 (q, 2H), 1.66 (m, 8H), 2.47 (m, 2H), 3.78 (s, 
3H), 4.08 (m, 1H), 4.62 (s, 2H), 7.02 (s, 1H), 7.21- 7.38 (m, 4H), 7.43 (d, 2H), 7.75 (d, 2H), 
25 7.81 (s, 1H), 8.45 (s,1H). 



10 
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MS (APCI, pos.): 644.3 (M+1). 

EXAMPLE 393 (general procedure (P)) 
3-(441-(frans^-Cvclohexylcvclohexyl)-3-(3-b^ 
benzovlaminolpropionic acid 



1 H NMR (DMSO-d 6 ): 8 0.62 - 1.25 (m, 10H), 1.39 (q, 2H), 1.65 (m t 8H), 2.40 (m, 2H), 3.32 (q, 
2 H), 4.04 (m, 1H), 4.60 (s, 2H), 7.31 (d, 2H), 7.46 (s,1H), 7.75 (d, 2H), 7.93 (s, 1H) f 8.08 (s, 
1H), 8.45 (s, 1H), 8.83 (s, 1 H). 

MS (APCI, pos.): 652.2, 654.1 (M+1). 

EXAMPLE 394 (general procedure (P)) 

3-{4-ri-(4-Cvclohexvlphenvl)-3-(3-bromO'5-trifluoromethvlphenvl)ureidomethyl1benzov 
aminolpropionic acid 



1 H NMR (DMSO-d 6 ): 5 1.38 (m, 6H), 1.79 (m, 5H), 2.48 (m, 2 H) 4.96 (s, 2H), 7.22 (m, 4H), 
7.36 (d f 2H), 7.50 (s, 1H), 7.77 (d, 2H), 7.94 (s, 1 H), 8.09 (s, 1H), 8.50 (s, 1H), 8.71 (s, 1 H). 

MS (APCI, pos.): 646.2, 648.2 (M+1). 




Br 




Br 
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EXAMPLE 395 (general procedure (P)) 

3^4-H-(4-Cvctohewlphenvl)-3^ 

acid 




o 

5 

Step A: 

To a solution of D-NH 2 (eg. 3,5-dichlorobenzylamine) (1.13 mmol) in acetonitrile (10 ml_) was 
added N,/VkiisuccinimidyIcarbonate (360 mg, 1.13 mmol). The reaction mixture was stirred 
at room temperature for 4 hours. 

10 

Step B: 

The intermediate 3-{4-[(4-cyclohexylphenylamino)methyl]benzoylamino} propionic acid ethyl 
ester (1.13 mmol) and diisopropylethylamine (440 mg, 3.42 mmol) were added to the reac- 
tion mixture and the reaction mixture was heated at 75°C overnight and concentrated under 
15 reduced pressure. The residue was taken up in ethyl acetate and washed with 1N HCI (2 x), 
brine (3 x), dried over MgS0 4t filtered and concentrated. The material was introduced into a 
silica gel column and eluted with ethyl acetate/hexane (20/80). 

Step C: 

20 The product from step B (150 mg, 0.250 mmol) was dissolved in methanol (20 mL) and 2 M 
LiOH (20 mL) was added. The reaction was stirred for 30 minutes and concentrated. The 
residue was introduced into a silica gel column and eluted with ethyl acetate. Recrystallisa- 
tion from ethyl ether/dichloromethane afforded the title compound as a beige solid (35 mg, 
25% yield). 

25 

1 H NMR (DMSO-c/ 6 ): 8 1.10-1.34 (m, 6H), 1.70-1.78 (m, 5H), 2.45 (t, 2H), 3.44 (qt, 2H), 4.21 
(d, 2H), 4.84 (s, 2H), 6.55 (t, 1H), 7.08 (d, 2H), 7.19-7.21 (m, 6H), 7.44 (s, 1H), 7.74 (d, 2H), 
8.45 (t, 1H), 12.10 (brds, 1H). 



30 MS (APCI, pos): 582. 1 , 584.2. 
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EXAMPLE 396 (general procedure IP)) 

441-(4-Cvclohexvlpte^ 

methvl1-/V-(2H-tetrazol-5-Yl)benzamide 



To a solution of 2,2,3, 3-tetrafluoro-6-amino-2,3-dihydrobenzo[1,4]dioxine (120 mg, 0.53 
mmol) in acetonitrile (10 mL) was added A/,/V-disuccinimidylcarbonate (130 mg t 0.53 mmol). 
After stirring the solution for 4 hours at room temperature, 4-[(4-cyclohexylphenylamino)- 
methyl]-/V-(1H-tetrazol-5-yl)benzamide (200 mg, 0.53 mmol) and diisopropylethylamine (210 

10 mg, 1.59 mmol) were added. The reaction mixture was heated at 75 °C overnight and con- 
centrated under reduced pressure. The residue was taken up in ethyl acetate and washed 
with 1N HCI (2 x), brine (3 x), dried over MgS04, filtered and concentrated. The material was 
introduced into a silica gel column and eluted with MeOH/ethyl acetate (5/95). The crude 
product was then recrystallized from ethyl acetate/hexane to afford the title compound as a 

1 5 white-beige powder (1 2 mg, 0.01 9 mmol). 

1 H NMR (DMSO-c/ 6 ): 5 1.36 (m, 6H), 1.78 (m, 5H) ( 4.99 (s, 2H), 7.21 (m, 4H), 7.33 (s, 2H), 
7.45 (d, 2H), 7.63 (s, 1H), 8.01 (s, 2H), 8.57 (s, 1H), 12.20 (brd s, 1H), 16.00 (brd s, 1H). 

20 MS (APCI, pos): 626.2, 627.2. 

EXAMPLE 397 (general procedure (P)) 

4-ri-(4-Cvclohexvlphenvl)-3-(3,5-dichlorobenzvl)ureidomethvl1-A/-(2H-tetrazol-5-vl)benzamide 




5 




o 



25 
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To a solution of 3,5-dichlorobenzylamine (200 mg, 1.14 mmol) was added N,N'- 
disuccinimidylcarbonate (360 mg, 1.13 mmol). After stirring the solution for 4 hours at room 
temperature, tetrazolylaminoamidobenzylaniline (420 mg, 1.13 mmol) and diisopropylethyl- 
amine (440 mg, 3.42 mmol) were added. The reaction was heated at 75 °C overnight and 
5 concentrated under reduced pressure. The residue was taken up in ethyl acetate and was- 
hed with 1N HCI (2 x), brine (3 x), dried over MgS0 4 , filtered and concentrated. The title com- 
pound was purified by preparatory HPLC. 

1 H NMR (DMSO-d 6 ): 8 11.22 (m, 6H), 1.71 (m, 5H), 4.24 (s, 2H), 4.90 (s, 2H), 6.64 (t, 1H), 
10 7.13 (d, 2H), 7.23 (d, 2H), 7.27 (s, 2H), 7.39 (d, 2H), 7.45 (s, 1H), 8.04 (d, 2H), 12.29 (brd s, 
1H), 16.00 (brd s, 1H). 

MS (APCI, pos): 580.0. 

15 General procedure (Q) for the solid phase synthesis of compounds of the general formula 
(IP): 




20 wherein 
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A, R 1 , E and D are as defined for formula (la), 
Lea is a leaving group such as chloro, bromo, iodo, mesyl or tosyl, and 
5 Resin denotes a polystyrene resin with a linker such as the Wang linker: 




wherein PS denotes polystyrene. 

10 

Step A, Step B and Step C are performed as described under general procedure (A). 

Alternatively, the resin can be a polystyrene resin with a 2-chlorotrityl linker. In this case, step 
A is performed as described in eg general procedure (L) or general procedure (V). 

15 

Step D: 

The reaction is performed by stirring resin bound intermediate obtained as described in step 
C with bistrichloromethyl carbonate (3.3 equivalents). The reaction is carried out in solvents 
such as dichloromethane, 1 ,2-dichloroethane or toluene, containing 10 equivalents of a base 
20 such as diisopropylethylamine, triethylamine, dicyclohexylamine and the like. The reaction is 
performed between 0°C and 40°C, preferably between 0°C and 20°C. When the reaction is 
complete (1-3 h), excess of reagent is removed by filtration. The resin is then washed with 
dichloromethane and dried in vacuo to leave the resin bound chlorocarbamoyl derivatized 
intermediate. 

25 

Step E: 

The reaction is performed by stirring resin bound chlorocarbamoyl derivatized intermediate 
as obtained in step D, with a 10-20 molar excess of alcohols of the type D-OH in the pres- 
ence of an equal molar excess of base such as diisopropylethylamine, triethylamine, dicyclo- 
30 hexylamine, diazabicycloundecene, or preferably [2.2.2]-diazabicyclooctane. The reaction is 
carried out in solvents such as DMF, A/-methyl-2-pyrrolidone, dichloromethane, 1,2-dichloro- 
ethane, THF, toluene or mixtures of one or more of these. The reaction is performed be- 
tween 0°C and 120°C, preferably at 25°C. When the reaction is completed (12-16 hours) ex- 
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cess of reagent is removed by filtration. The resin is then washed with the solvent used dur- 
ing the reaction followed by several washes with dichloromethane. The resin is dried in_ 
vacuo to leave the resin bound carbamate. 

5 Step F: 

The reaction is known (The combinatorial Index, Ed. Bunin, B.A. 1998, Academic Press, p. 
21) and is generally performed by stirring resin bound intermediate with a 5-95% solution of 
TFA in dichloromethane. The reaction is performed between 0°C and 40°C, preferably at 
25°C. When the reaction is complete, the product is removed by filtration. The resin is suc- 
10 cessively washed with the solvent used during the reaction, optionally containing TFA. The 
product and the washings are collected, and the solvent is removed in vacuo . 

Specific examples illustrating the preparation of compounds of the general formula (Ip) ac- 
cording to the invention are provided below. 

15 

EXAMPLE 398 (general procedure (Q)) 

3-(4-(f(Biphenvl-4-vloxvcarbonvl)-(4-fert-butvlcvclohexyl)amino1methvl)benzovlamino)- 
propionic acid 




Step D: Resin bound 3-{4-n-(4-terf-butvlcvclohexvl)-A/-(chlorocarbamovl)aminomethvn- 
benzovlaminojpropionic acid 

Resin bound 3-{4-[1-(4-fert-butylcyclohexyl)aminomethyl]benzoylamino}propionic acid (100 
mg, 0.1 mmol) as prepared according to step C under general procedure A was suspended 
25 in dichloromethane for 1 hour. Solvent was removed by filtration, and a mixture of bistri- 
chloromethyl carbonate (89 mg, 0.3 mmol) and diisopropylethylamine (175 ul, 1.0 mmol) in 
dichloromethane (1,0 mL) was added. The mixture was stirred for 90 min. at room tempera- 
ture. Excess of reagents were removed by filtration, and the resin was subsequently washed 
with dichloromethane (4 x). The resin was dried in vacuo to leave 105 mg of resin bound 
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3-{4-[1-(4-fe/t-butylcyclohexyl)-/V-(chloro^ 
acid. 

Step E: Resin bound 3-(4-(f(biphenvM-vloxvcarbonylV(4-fe/t-buWlcvclohexvl)aminolmethvlV 
5 benzovlamino)propionic acid 

To the resin (50 mg, 0.05 mmol) prepared in step D was added a solution of (85 mg; 0.5 
mmol) biphenyl-4-ol, and (2.2.2)-diazabicyclooctane (56 mg; 0.5 mmol) in DMF (1.0 mL). The 
mixture was stirred at room temperature overnight. Solvent was removed, and the resin was 
washed with DMF (3 x) followed by dichloromethane (10 x). The resin was dried in vacuo to 
10 leave 65 mg of resin bound 3-(4-{[(biphenyl-4-yloxycarbonyl)-(4-te/t-butylcyclohexyl)amino]- 
methyl}benzoylamino)propionic acid 

Step F: 3-(4-(r(Biphenvl-4-vloxvcarbonyl)-(4-tert-butvlcvclohexvl)amino1methvl)- 
benzovlamino)propionic acid 
15 To the resin obtained above was added 2 mL of 50% of TFA in dichloromethane. After stir- 
ring for 30 min. at 25°C, the solvent was removed by filtration. The resin was washed twice 
with 50% of TFA in dichloromethane, and the combined filtrate and washings were evapo- 
rated to dryness by speed vacuum centrifugation, to leave the title material as a light col- 
oured oil. The product was characterised by analytical HPLC-MS and NMR. 

20 

1 H NMR (DMSO): 5 8.44 (s, 1H); 8.35 (s, 1H); 7.78 (d, 2H); 7.45 (d, 2H); 7.38 (d, 2H); 7.34 
(d, 2H); 6.94 (m, 5H); 4.60 (s, 2H); 0.81 (s, 9H). 

EXAMPLE 399 (general procedure (Q)) 
25 3-(4-(r(4-terf-Butvlcvclohexvl)-(4-nitrophenoxvcarbonvl)amino1methvl)benzovlamino)propionic 



acid 




30 



1 H NMR (DMSO): 8 8.40 (t, 1H); 8.25 (d, 2H); 7.82 (d, 2H); 7.78 (d, 2H); 7.44 (d, 2H); 4.61 (s, 
2H); 0.85 (s, 9H). 
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EXAMPLE 400 (general procedure (Q)) 
3-(4-ff(4-Cvclohexvlphenyl)-^ 
propionic acid 



1 H NMR (DMSO): 5 8.57 (t, 1H); 7.88 (d, 2H); 7.60 (s, 1H); 7.50 (m, 4H); 7.40 (d, 2H); 7.29 
(d, 2H). 

EXAMPLE 401 (general procedure (Q)) 

3-(4-(f(4-tert-Butvlcvclohexvl)"(3,4-dichlorophenoxv(^rbonvl)amino1methvl)ben20vlaminoV 
propionic acid 



1 H NMR (DMSO): 5 8.58 (t, 1H); 7.91 (d, 2H); 7.73 (d, 1H); 7.58 (d, 1H); 7.48 (d, 2H); 7.22 (d, 
1H). 

EXAMPLE 402 (general procedure (Q)) 

3-(4-(r(4-fert-ButvlcvclohexvlV(3.5-dichlorophenoxvcarbonvl)amino1methyl)benzoylam 
propionic acid 




CI 





CI 



H NMR (DMSO): 5 8.59 (t, 1H); 7.90 (d f 2H); 7.55 (m, 4H); 7.35 (s, 1H). 
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EXAMPLE 403 (general procedure (Q)) 
3-(4-([(3.5-Bis(trifluoromethYl)phenoxycarb^ 
benzoylamino)propionic acid 




1 H NMR (DMSO): 6 8.58 (t, 1H); 8.12 ((d, 1H); 8.05 (d, 2H); 7.90 (m, 2H); 7.55 (m, 2H). 
EXAMPLE 404 (general procedure (Q)) 

3-(4-{f(4-tert-Butvlcvclohexvl)-(2 f 4-dibromophenoxvcarbonvl)amino1methvl)benzovlamino)- 
propionic acid 




'H NMR (DMSO): 5 8.04 (s, 1H); 7.91 (d, 2H); 7.71 (d, 1H); 7.52 (d, 2H); 7.37 (m, 1H). 

EXAMPLE 405 (general procedure (Q)) 
3-(4-(f(4-tef^BuMcyclohexylM4-trifluoromefo^^ 
amino)propionic acid 




1 H NMR (DMSO): 5 8.59 (t, 1H); 7.91 (d, 2H); 7.47 (dd, 4H); 7.30 (d, 2H). 
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EXAMPLE 406 (general procedure (Q)) 

(4-te/t-Butvlphenvl)-[4-(2H-tetrazol-5-vl(^rbamovl)benzvncarbamic acid 3,5-bis(trifluoro- 
methyl)phenyl ester 



1 H NMR (DMSO): 8 8.17 (s t 2H); 8.11 (s, 1H); 7.67 (d, 2H); 7.51 (m, 4H); 5.18 (s, 2H). 

EXAMPLE 407 (general procedure (Q)) 
10 3-(4-(r(4"tert-Butvlphenvl)-(2 < 4-dichlorophenoxvcarbonyl)amino1methyl)benzovlamino)- 
propionic acid 



1 H NMR (DMSO): 5 8.58 (t, 1H); 7.89 (d, 2H); 7.84 (s, 1H); 7.56 (dd, 1H); 7.48 (m, 5H); 7.39 
15 (d, 2H); 5.06 (s, 2H). 

EXAMPLE 408 (general procedure (Q)) 
3-(4-{f(4-te/t-BuMcvclohexylH3-fr^ 
amino)propionic acid 



5 





20 
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1 H NMR (DMSO): 8 8.59 (t f 1H); 7.91 (d, 2H); 7.69 (t, 1H); 7.47 (dd, 4H); 7.32 (m, 1H); 7.27 
(m, 1H); 7.20 (m, 1H). 

EXAMPLE 409 (general procedure (Q)) 
5 3-(4-(r(4-fert-BuWlphenylH3,5-dich)orophenoxv^ 
propionic acid 



1 H NMR (DMSO): 5 8.60 (t, 1H); 7.88 (d, 2H); 7.60 (s, 1H); 7.50 (m, 4H); 7.46 (d, 2H); 7.43 
10 (d, 2H); 5.08 (s, 2H). 

EXAMPLE 410 (general procedure (Q)) 

3-(4-{[(3.5-Bis(trifluoromethvl)phenoxvcarbonvl)-(4-fe/t-buWlphenvl)aminolmethyl)benzovl- 
amino)propionic acid 



1 H NMR (DMSO): 6 8.60 (t, 1H); 8.15 (s, 2H); 8.10 (s, 1H); 7.89 (d, 2H); 7.55 (d, 2H); 7.49 (s, 
4H); 5.11 (s, 1H). 



HO 




CI 
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EXAMPLE 41 1 (general procedure (Q)) 
3-(4-(f(4-te/t-Butylphenyl)-(4-trifl^ 
propionic acid 



h$Lch 3 




1 H NMR (DMSO): 5 8.59 (t r 1H); 7.88 (d, 2H); 7.48 (m, 6H); 7.39 (m, 4H); 5.09 (s, 2H). 

EXAMPLE 412 (general procedure (Q)) 
3-(4-(f(4-terf-ButvlphenvlH3-trifl^ 
propionic acid 



H 3 C 




1 H NMR (DMSO): 5 8.59 (t, 1H); 7.88 (d, 2H); 7.61 (t, 1H); 7.48 (m, 4H); 7.39 (m, 5H); 5.09 
(s. 2H). 

EXAMPLE 413 (general procedure (Q)) 

3-(4-(r(4-Cvclohexvlphenvl)-(4-nitrophenoxvcarbonvl)amino1methvl)benzoylamino)propionic 
acid 
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'H NMR (DMSO): 8 8.57 (t, 1H); 8.36 (d, 2H); 7.88 (d, 2H); 7.55 (d, 2H); 7.49 (d, 2H); 7.40 (d, 
2H); 7.31 (d f 2H); 5.09 (s, 2H). 

EXAMPLE 414 (general procedure (Q)) 

3-(4-(f(4-CvclohexvlphenvlH3-n^ 

acid 




1 H NMR (DMSO): 8 8.57 (t, 1H); 8.19 (m, 2H); 7.88 (d, 2H); 7.76 (dd, 2H) 7.51 (d, 2H); 7.41 
(d,2H); 7.31 (d, 2H); 5.10 (s, 2H). 

EXAMPLE 415 (general procedure (Q)) 

3-(4-(r(4-Cvclohexvlphenvn'(2-nitrophenoxvcarbonyl)amino1methvl)benzovlamino)propionic 
acid 




1 H NMR (DMSO): 8 8.59 (t, 1H); 8.21 (d, 1H); 7.89 (m. 3H); 7.63-7.31 (m, 7H); 5,05 (s, 2H). 



WO OO/69810 



PCT/DK00/00264 



338 

EXAMPLE 416 (general procedure (Q)) 
3-(4-(f(4-CvclohexvlphenvlH^ 
propionic acid 




1 H NMR (DMSO): 5 8.58 (t, 1H); 7.88 (d, 2H); 7.83 (s, 1H); 7.57-7.45 (m, 5H); 7.38 (d, 2H); 
7.31 (d, 2H); 5.06 (s, 2H). 

EXAMPLE 417 (general procedure (Q)) 

3-(4>([(4~CvclohexvlphenvlV(3 f 4-difluorophenoxv(^rbonvl)amino1methvl)ben20vlaminoV 
propionic acid 




1 H NMR (DMSO): 5 8.58 (t, 1H); 7.87 (d, 2H); 7.55-7.45 (m, 4H); 7.38 (d, 2H); 7.29 (d, 2H); 
7.13 (m, 1H); 5.07 (s, 2H). 

EXAMPLE 418 (general procedure (Q)) 
3-(4-U(4-CvclohexvlphenylM4-me 
propionic acid 
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1 H NMR (DMSO): 8 8.58 (t, 1H); 7.87 (d, 2H); 7.46 (d, 2H); 7.35 (m, 4H); 7.29 (d, 2H); 7.18 
(d, 2H); 5.07 (s, 2H). 

EXAMPLE 419 (general procedure (Q)) 
5 3-(4-(f(3.5-Bis(trifluoromethvl)phenoxvcarbonvl)-(4-cvclohexvlphenvl)amino1methyl)- 
benzovlamino)propionic acid 



1 H NMR (DMSO): 5 8.58 (t, 1H); 8.14 (s, 2H); 8.10 (s, 1H); 7.88 (d, 2H); 7.53 (d, 2H); 7.47 (d. 
1 0 2H); 7.31 (d, 2H); 5. 1 0 (s, 2H). 

EXAMPLE 420 (general procedure (Q)) 

3-(4-(f(4-Cvclohexvlphenvl)-(2.4-dibrornophenoxvcarbonvl)amino1rnethvl>benzovlamino)- 
propionic acid 



1 H NMR (DMSO): 5 8.57 (t, 1H); 8.04 (s, 1H); 7.88 (d, 2H); 7.72 (d, 1H); 7.50 (bd, 2H); 7.42 
(m, 3H); 7.38 (d, 2H); 5.05 (s, 2H). 




15 
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EXAMPLE 421 (general procedure (Q)) 
3-(4-(r(4-CyclohexylphenvlH3-trifluorometh^ 
amino)propionic acid 




1 H NMR (DMSO): 6 8.59 (t, 1H); 7.88 (d, 2H); 7.62 (t, 1H); 7.49 (d, 2H); 7.41-7.30 (m, 7H); 
5.09 (s, 2H). 

General procedure (R) for the solid phase synthesis of compounds of the general formula 
10 (Ig): 




(lq) 



15 



wherein 

A, R 1 , E and D are as defined for formula (la), 
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Lea is a leaving group such as chloro, bromo, iodo, mesyl or tosyl, and 
Resin denotes a polystyrene resin with a linker such as the Wang linker: 

5 




wherein PS denotes polystyrene. 
10 Step A and Step B are performed as described under general procedure A. 
Step C: 

The reaction is performed by stirring the resin bound intermediate obtained in step B with 10 
- 20 molar excess of hydrazide. The nucleophilic displacement is carried out in solvents such 
15 as DMSO, DMF, A/-methyl-2-pyrollidone or mixtures of two or more of these. The reaction is 
performed between 20°C and 120°C, preferably between 60°C and 80°C. When the reaction 
is complete, excess of reagent is removed by filtration. The resin is successively washed with 
the solvent used in the reaction, followed by washings with methanol. The resin bound prod- 
uct can be further dried and analyzed. 

20 

Step D: 

The reductive amination is generally known (The combinatorial Index, Ed. Bunin, B.A. 1998, 
Academic Press, p. 167) and is performed by stirring the resin bound hydrazide intermediate 
obtained in step C with an excess of aldehyde or ketone at low pH (by addition of an acid, 

25 such as acetic or formic acid). The reaction is carried out in solvents such as THF, DMF, N- 
methyl-2-pyrrolidone, ethanol, methanol, dichloromethane, 1,2-dichloroethane, trimethyl or- 
thoformate, triethyl orthoformate, or mixtures of two or more of these. As reducing reagent 
sodium cyanoborohydride can be used. The reaction is performed between 20°C and 120°C, 
preferably at 25°C. When the reaction is complete, excess of reagents are removed by filtra- 

30 tion and the resin is washed several times with the solvent used during the reaction. The 
resin bound product can be further dried and analyzed. 
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Step E: 

The cleavage reaction is known (The combinatorial Index, Ed. Bunin, B.A. 1998, Academic 
Press, p. 21) and is generally performed by stirring resin bound intermediate with a 5-95% 
solution of TFA in dichloromethane. The reaction is performed between 0°C and 40°C, pref- 
5 erably at 25°C. When the reaction is complete, the product is removed by filtration. The resin 
is successively washed with the solvent used during the reaction, optionally containing TFA. 
The product and the washings are collected, and solvent removed in vacuo . 

Specific examples illustrating the preparation of compounds of the general formula (Iq) ac- 
10 cording to the invention are provided below. 

EXAMPLE 422 (general procedure (R)) 

3-(4-fA/-(3.5-Dichlorobenzvl)-A/-(4-trifluoromethoxvben2oyl)hvdrazinomethvllbenzovlamino)- 
propionic acid 



ci 




Step C: Resin bound 3-(4-rA/W4-trifluoromethoxybenzovl)hvdrazinomethvnbenzovlamino)> 
propionic acid 

Resin bound 3-[4-(bromomethyl)benzoylamino]propionic acid (50 mg; 0.05 mmol) prepared 
20 as described under general procedure (A), was suspended in DMSO for an hour. Solvent 
was removed by filtration, and a solution of 4-trifluoromethoxybenzoylhydrazide (110 mg; 0.5 
mmol) in DMSO (1 mL) was added. The reaction mixture was stirred at 80°C for 16 hours, 
before removing excess of reagent by filtration. The resin was then washed with DMF (3x1 
mL) followed by dichloromethane (3 x 1 mL) to afford 50 mg of resin bounded 3-{4-[N '-(4- 
25 trifluoromethoxybenzoyl)hydrazinomethyl]benzoylamino}propionic acid. 

Step D: Resin bound 3-{4-fA/-(3.5-Dichlorobenzvl)-A/-(4-trifluoromethoxvbenzovl)hvdrazino- 
methvllbenzoylaminolpropionic acid 

To resin bound intermediate obtained as above was added a mixture of 3,5-dichloro-benz- 
30 aldehyde (175 mg, 1.0 mmol) and acetic acid (0.1 mL) in trimethyl orthoformate (1.0 mL). 
The resin was stirred for 2 h at ambient temperature. Sodium cyanoborohydride (63 mg, 1 .0 
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mmol) dissolved in DMF (1.0 mL) was then added and the mixture was left stirred at room 
temperature for 16 h. Excess of reagent was removed by filtration, and the resin was washed 
with DMF (3 x 1 mL) followed by dichloromethane (8 x). 

5 Step E: 3-{4'rA/-(3 t 5-Dichlorobenzvl)"A/-(4"trifluoromethoxvbenzovl)hydrazinomethvl1- 
benzovlamino)propionic acid 

To the resin obtained above was added 2 mL of 50% of TFA in dichloromethane. After stir- 
ring for 30 min. at 25°C, the solvent was removed by filtration. The resin was washed twice 
with 50% of TFA in dichloromethane, and the combined filtrate and washings were taken to 
10 dryness by speed vacuum centrifugation, to leave the title compound as a light coloured oil. 
The product was characterised by analytical LC-MS and NMR. 

1 H NMR (DMSO): 5 9.62 (s, 1H); 8.47 (t, 1H); 7.80 (d, 2H); 7.70 (d, 2H); 7.52 (s, 2H); 7.49 (d, 
2H); 7.42 (d, 2H); 4.22 (s, 2H); 4.16 (s, 2H). 

15 

HPLC-MS (Method B): m/z = 584.2 (M+1). R t = 7.11 min. 
EXAMPLE 423 (general procedure (R)) 

3-f44A/-f4-(1,1-Dimethvlpropvl)cvclohexvn-A/-(4-trifluoromethoxvbenzovl)hydrazinomethvl1- 
20 benzovlaminolpropionic acid 



1 H NMR (DMSO): 5 9.21 (s, 1H); 8.42 (s, 1H); 7.73 (dd, 4H); 7.49 (d, 2H); 7.40 (d. 2H); 4.11 
(s, 2H); 1.20 (t, 3H); 1.04 (q, 2H); 0,74 (s, 6H). 

25 

HPLC-MS (Method B): m/z = 578.2 (M+1). R, = 7.74 min. 
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EXAMPLE 424 (general procedure (R)) 
3-(4-f/V-(4-te/t-Butylcvclote^ 
amino)propionic acid 



1 H NMR (DMSO): 5 9.20 (s, 1H); 8.42 (t, 1H); 7.72 (dd, 4H); 7.50 (d, 2H); 7.40 (d, 2H); 4.14 
(s, 2H); 0.84 (s, 9H). 

HPLC-MS (Method B): m/z = 564.4 (M+1). R t = 7.47 min. 

EXAMPLE 425 (general procedure (R)) 
3-(4-r/V-(Octahydro-4J-methanoinden-5-yl)-/V^ 
benzovlaminolpropionic acid 



1 H NMR (DMSO): 5 9.29 (s, 1H); 8.46 (t, 1H); 7.75 (d t 2H); 7.70 (d f 2H); 7.47 (d, 2H); 7.40 (d, 
2H). 

HPLC-MS (Method B): m/z = 560.4 (M+1). R t = 7.51 min. 




CH 3 
H 3 C4-CH 3 
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EXAMPLE 426 (general procedure (R)) 
3-(4-f/V-(4-Phenvlcyclohexvl)^ 

propionic acid 




1 H NMR (DMSO): 5 9.38 (s, 1H); 8.46 (t, 1H); 7.76 (d, 2H); 7.71 (d, 2H); 7.53 (d, 2H); 7.40 (d. 
2H); 7.18-7.43 (m, 5H); 4.18 (s, 2H). 

HPLC-MS (Method B): m/z = 584.4 (M+1). R, = 7.01 min. 

EXAMPLE 427 (general procedure (R)) 

3-(4-f/V-(Decahydronaphthalen-2-vl)-A/-(4-trifluoromethoxvbenzovl)hydrazinometh 
amino)propionic acid 




1 H NMR (DMSO): 8 9.23 (s, 1H); 8.42 (t, 1H); 7.72 (dd, 4H); 7.50 (d, 2H); 7.42 (d, 2H); 4.15 
(s. 2H). 



HPLC-MS (Method B): m/z = 562.4 (M+1). R t = 7.24 min. 
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EXAMPLE 428 (general procedure (R)) 
3-(4-f/V-(3.5-Bis(trifluorometM 
amino)propionic acid 



1 H NMR (DMSO): 8 9.55 (s, 1H); 8.46 (t, 1H); 8.26 (s, 2H); 7.75 (d, 2H); 7.50 (d, 2H); 4.18 (s, 
2H); 0.85 (s, 9H). 

HPLC-MS (Method B): m/z = 616.4 (M+1). R» = 8.1 1 min. 

10 

EXAMPLE 429 

3-(44N-(frans-4-terf-Butylcydo 
benzovlaminojpropionic acid 



15 

To an ice-cooled solution of hydrazine hydrate (16 mL, 25% (w/w), 125 mmol) in THF (100 
mL) was added a solution of 4-trifluoromethoxybenzoyl chloride (4.3 g, 19.2 mmol) in THF 
(50 mL) over 30 min. The solution was stirred for a further 30 min and then diluted with ether 
(200 mL). The turbid organic solution was then washed with water (3 x 200 mL) and brine 
20 (200 mL). After drying (Na 2 S0 4 ), solvent was removed by rotary evaporation. The solid resi- 
due was dissolved in ethanol/water (1:1, 200 mL), insoluble material was filtered off, and the 
filtrate taken to dryness to leave 3.63 g (86%) of pure 4-trifluoromethoxybenzoic acid hydra- 
zide. 

1 H NMR (DMSO-cfe), 300 MHz: 6 9.90 (s, 1H); 7.92 (d, 2H); 7.45 (d, 2H), 4.52 (bs, 2H). 
25 HPLC-MS (Method B): R,= 4.04 min, m/z = 221 (M+1). 




5 
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The above 4-trifluoromethoxybenzoic acid hydrazide (3.60 g, 16.3 mmol) and 4-fert-butyl- 
cyclohexanone (2.52 g, 16.3 mmol) was dissolved in ethanol (150 mL) and the solution was 
heated to reflux. After 30 min, powdered sodium borohydride (0.96 g, 25.2 mmol) was care- 
fully added, and the mixture stirred for an additional 30 min at reflux. The reaction was 
5 cooled to 25°C, and remains of sodium borohydride were quenched by addition of acetic acid 
(10 mL). The volume of the reaction mixture was reduced to one third by rotary evaporation 
before adding water (100 mL) and diethyl ether (200 mL). The organic phase was then col- 
lected, washed once with brine and dried over anhydrous Na 2 S0 4 . The organic phase was 
taken to dryness, and the residual oil purified by column chromatography (silica gel G 60, 
10 ethyl acetate/heptane (1:4)) to afford the pure trans and cis isomers of 4- 
trifluoromethoxybenzoic acid N -(4-tert-butylcyclohexyl)hydrazide. 

trans isomer: TLC: R f = 0.10 ethyl acetate/heptane (1:4). 

15 1 H NMR (DMSO-de), 300 MHz: 5 10.04 (s, 1H); 7.94 (d, 2H); 7.45 (d, 2H); 4.98 (bs, 1H); 2.65 
(m, 1H); 1.06-1.95 (m, 4H); 0.86-1.12 (m, 5H); 0.80 (s, 9H). 

cis isomer: TLC: R f = 0.25 ethyl acetate/heptane (1:4). 

20 1 H NMR (DMSO-d 6 ), 300 MHz: 8 10.02 (s, 1H); 7.96 (d, 2H); 7.45 (d, 2H); 4.89 (bs, 1H); 3.08 
(s, 1H); 1.85 (m, 2H); 1.31-1.52 (m, 6H); 0.95 (m, 1H); 0.85 (s, 9H). 

frans-3-f4-fA/-(4-tert-Butvlcvclohexvl)-/V-(4-trifluoromethoxvbenzovl)hvdrazinomethyl1benzovl- 
aminolpropionic acid 

25 frans-4-Trifluoromethoxybenzoic acid /V-(4-fert-butylcyclohexyl)hydrazide (715 mg, 2 mmol) 
was dissolved in DMSO (8 mL), and added to 3-[4-(bromomethyl)benzoyl]aminopropanoic 
acid derivatized Wang resin (2.0 g, loading app. 0.5 mmol/g) prepared as described in ex- 
ample 1. The mixture was heated to 80°C for 24 hours, and then cooled. After draining, the 
resin was washed with DMSO (3 x), DMF (3 x) and dichloromethane (10 x). A 50% 

30 TFA/dichloromethane solution (8 mL) was then added, and the mixture was left for 30 min at 
25°C. The supernatant was collected, and the resin subsequently washed once with a 50% 
TFA/dichloromethane solution (8 mL). The combined supernatant and washing were taken to 
dryness by rotary evaporation, to leave a brown oil. Further purification by column chroma- 
tography (silica G60, 400 mesh, 48% ethyl acetate, 48% heptane, 4% acetic acid), and crys- 

35 tallization (ethanol/water) gave the title compound as fine needles. 
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R f = 0. 1 5 ethyl acetate/heptane (1:1). 

1 H NMR (DMSO-d 6 ), 300 MHz: 5 12.18 (s, 1H); 9.20 (s, 1H); 8.42 (t, 1H); 7.74 (d, 2H); 7.72 
5 (d, 2H); 4.47 (d, 2H); 7.38 (d, 2H); 4.12 (s, 2H); 3.42 (dt, 2H); 2.82 (m, 1H); 2.50 (t, 2H); 2.04 
(bd, 2H); 1.77 (bd t 2H); 1.24 (m,2H); 0.96 (m, 3H); 0.82 (s, 9H). 

HPLC-MS (Method B): R,= 7.57 min, m/z = 564 (M+1). 



10 General procedure (S) for the solid phase synthesis of compounds of the general formula 
(lb): 

Steps B and C are modified compared to general procedure (C) so that step C is a reductive 
amination of a resin bound aldehyde or ketone: 



Resin . 



OH 



O 

11 

HO ^A-Fmoc 



Step A 



O 

Resin. .JL^ 



O A — Fmoc 



O 

HO^Z^O 
(III) R 



StepB 



O O 
ResirK 0 JL-A-J^ J> 

R 1 



H 2 N-E 



Step C 



Resin, 



E 

Z^^NH 
R 1 



Lea'-X-D, 

ON=C=0 or 
D-N=C=S 



StepD 



Resin ^ Jl— A— 11^. 



E 



R 1 



StepE 



R 1 



15 



(lb) 



wherein 



A, Z, R 1 , E and D are as defined for formula (I), 



20 X is -S(0) 2 -(CH 2 ) r -, -C(0)NH- or -C(S)NH-, wherein r is as defined for formula (I), 
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Lea' is a leaving group such as -OSu, chloro, phenoxy or 4-nitrophenoxy, and 
Resin denotes a polystyrene resin with a linker such as the Wang linker; 

5 




wherein PS denotes polystyrene. 
10 Step B: 

The Fmoc protecting group is removed using a solution of 20% piperidine in DMF which is 
added to the resin and vortexed for 0.5 hours. After draining the resin is washed with DMF 
containing 1-hydroxybenzotriazole (50 mg/mL) and DMF. 

15 The acylation (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 78) is 
performed by adding an excess of acid (III) in a solvent such as DMF, A/-methylpyrrolidinone, 
THF, dichloromethane, 1 ,2-dichloroethane, acetonitrile, DMSO or a mixture of two or more of 
these, optionally in the presence of a base such as A/-methylmorpholine, triethylamine, diiso- 
propylethylamine, dicyclohexylmethylamine or another tertiary amine, followed by a coupling 

20 reagent such as dicyclohexylcarbodiimide, diisopropylcarbodiimide, 1 ,1'-carbonyldiimidazole, 
2-(1H-9-azabenzotriazole-1-yl)-1,1,3,3-tetramethyluronium hexafluorophosphate or bromo- 
tris-pyrrolidinophosphonium hexafluorophosphate in a solvent such as DMF, W-methyl- 
pyrrolidinone, THF, dichloromethane, 1,2-dichloroethane, acetonitrile, DMSO or a mixture of 
two or more of these, optionally in the presence of a side reaction inhibitor such as 3- 

25 hydroxy-4-oxo-3,4-dihydro-1,2,3-benzotriazine, A/-hydroxybenzotriazole or 1-hydroxy-7- 
azabenzotriazole. The reaction is performed between 20°C and 40°C, preferably at 25°C. 
Excess reagents are filtered off and the resin is washed several times with the solvent used 
during the reaction. 

30 Step C: 

The reaction is generally known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic 
Press, p. 133) and is generally performed by stirring resin bound aldehyde or ketone with an 
excess of amine at low pH (by addition of an acid, such as acetic acid or formic acid) in a 
solvent such as THF, DMF, /V-methylpyrrolidinone, methanol, ethanol, DMSO, dichloro- 
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methane, 1 ,2-dichloroethane, trimethyl orthoformate, triethyl orthoformate, or a mixture of 
two or more of these. As reducing agent sodium cyanoborohydride may be used. The reac- 
tion is performed between 20°C and 120°C, preferably at 25°C. 

5 EXAMPLE 430 (general procedure (S)) 

3-(4-ri-(4-Bromophenyl)-3-(4-trifluoromethoxvphenyl)ureidomethvnbenzoylamino>propionic 
acid 



Br 




10 1 H NMR (DMSO): 5 6.52 (2H, d), 7.20 (2H ( d), 7.43 (2H f d), 7.77 (2H, d), 8.47 (1H. t). 
Step A: Resin bound Fmoc B-alanine 

150 pmol Fmoc p-alanine was dissolved in 500 \il of a mixture of DMF and diisopropylethyl- 
amine (430:70) and added to 50 mg polystyrene resin functionalised with a Wang linker. 200 
15 ^imol PyBrOP dissolved in DMF (500 juL) was added. After shaking the suspension for 4 
hours at 25°C, the resin was isolated by filtration and washed with 3x1 mL DMF. 

Step B: Resin bound 3-(4-formvlbenzovlamino)propionic acid 

To the above resin bound Fmoc (3-alanine was added 1000 pL of a 20% solution of piperidine 
20 in DMF. Upon shaking for 30 min, the resin was drained and washed with 1 mL DMF contain- 
ing 1-hydroxybenzotriazole (50 mg/mL) and DMF (2 x 1 mL). Then 200 pmol 4-formylbenzoic 
acid (30 mg) and diisopropylethylamine (70 were dissolved in DMF (430 pL) and added 
to the resin followed by 200 pmol PyBrOP dissolved in DMF (500 pL). The mixture was 
shaken for 4 hours at 25°C followed by filtration and washing of the resin with DMF (3x1 
25 mL) and trimethylorthoformate (1 x 1 mL). 

Step C: Resin bound 3-{4-f(4"bromophenylamino)methynbenzoylamino)propionic acid 
The above resin bound 3-(4-formylbenzoylamino)propionic acid (50 mg) was treated with a 
solution of 4-bromoaniline (500 jimol) in a mixture of DMF (500 \xL) and trimethylorthoformate 
30 (500 pL). Glacial acetic acid (100 pL) was added and the mixture was shaked for 1 hour at 
25°C. Sodium cyanoborohydride (750 pmol) suspended in a mixture of DMF and trimethyl- 
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orthoformate (1:1, 1 mL) was added and the mixture was vortexed at 25°C for 16 hours fol- 
lowed by filtration and washing with a mixture of DMF and water (4:1 1 2 x 1 mL) followed by 3 
x 1 mL DMF and 2 x 1 mL dichloromethane to afford the desired product. 

5 Step D: Resin bound 3-(4-f1-(4-bromophenvl)-3-(4-trifluoromethoxvphenvl)ureidomethvlV 
benzoylaminolpropionic acid 

200 pmol 4-trifluoromethoxyphenylisocyanate dissolved in 500 pL dichloromethane was 
added to the above resin bound 3-{4-[(4-bromophenylamino)methyl]benzoylamino}propionic 
acid (50 mg). Shaking the mixture for 16 hours at 25°C followed by filtration and washing of 
10 the resin with 4 x 1 mL DMF, 2 x 1 mL water, 3 x 1 mL THF and 5 x 1 mL dichloromethane 
afforded the resin bound title compound . 

Step E: 3-14-H -(4-Bromophenvl)-3-(4-trifluoromethoxvphenvl)ureidomethvl1benzoylamino)- 
propionic acid 

15 The above resin bound 3-{4-[1-(4-bromophenyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]- 
benzoylaminojpropionic acid (50 mg) was treated with 1 mL 50% TFA in dichloromethane for 
1 hour at 25°C. The product was filtered off and the resin was washed with 1 mL dichloro- 
methane. The combined extracts were concentrated in vacuo . The residue was purified by 
preparative HPLC to afford the title compound . 

20 

The following compounds were made according to the general procedure (S): 
EXAMPLE 431 (general procedure (S)) 

3-(4-n-(2-Chlorobenzvl)-3-(4-trifluoromethoxvphenvl)ureidomethvnbenzovlamino)propionic 
25 acid 




1 H NMR (DMSO): 5 4.63 (2H, s), 4.65 (2H, s), 7.2-7.4 (7H, m), 7.47 (1H, d), 7.61 (2H, d), 
7.81 (2H, d), 8.49 (1H, t), 8.90 (1H, s). 

,30 
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EXAMPLE 432 (general procedure (S)) 

3-(441-(3 i 4-DichlQrobenzvl)-3-(4-trifluoromethoxyphenyl)ureidomethyl1benzovlamin 
propionic acid 



1 H NMR (DMSO): 5 8.85 (s, 1H); 8.46 (t, 1H); 7.80 (d, 2H); 7.61 (d, 2H); 7.59 (s, 1H); 7.50 (s, 
1H); 7.35 (d. 2H); 7.25 (d, 2H); 7.23 (s, 1H); 4.65 (s, 2H); 4.52 (s, 2H); 3.46 (q. 2H); 2.50 (t, 
2H). 

EXAMPLE 433 (general procedure (S)) 
3-(4-f1-(4-lsopropylbenzvl)-3-(4-trifluoro 
acid 



1 H NMR (DMSO): 5 8.80 (s, 1H); 8.51 (t, 1H); 7.82 (d, 2H); 7.60 (d, 2H); 7.30 d, 2H); 7.25 (d, 
2H); 7.21 (d, 2H); 7.18 (d, 2H); 4.61 (s, 2H); 4.55 (s, 1H); 3.46 (q, 2H); 1.20 (d, 6H). 

EXAMPLE 434 (general procedure (S)) 

3-(441-(4"Piperidin-1-vlphenvl)-3-(44rifluoromethoxvphenvl)ureidomethvl1benzovlamino>- 
propionic acid 






1 H NMR (DMSO): 5 8.46 (t, 1H); 8.10 (s, 1H); 7.78 (d, 2H); 7.55 (d, 2H); 7.35 (d, 2H); 7.25 (d, 
2H); 7.12 (d, 2H); 7.05 (d, 2H); 4.90 (s, 2H). 
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General procedure (T) for the solid phase synthesis of compounds of the general formula (li): 
Alternatively, the solid support used in general procedure (S) can be a 2-chlorotrityl polysty- 
rene resin. 



Resin. 



CI 



A-Fmoc 



Step A 



Resin — V. 



A — Fmoc 



HO 



O 



(in) 



R 1 



Step B 



Resin — V — A — L ,0 
R 



H 2 N-E 
StepC 



Resin — V — A- 



E 

R 1 



Lea'-X-D, 

D-N=C=0 or 
D-N=C=S 



StepO 



Resin — V — A — ^ 



E 



R 1 



10 



StepE 



wherein 



o 

V-A— ^ 



E 



R 1 



V, A, Z, R 1 , E and D are as defined for formula (I), 



X is -C(0)NH- or -C(S)NH- and 



Lea* is a leaving group such as -OSu, chloro, phenoxy or 4-nitrophenoxy. 



15 Step A: 

The reaction is known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 
24) and is generally performed by shaking a suspension of the resin with a solution of a nu- 
cleophilic Fmoc protected amine (V-A-Fmoc) in the presence of a base such as triethyl- 
amine, diisopropylethylamine, dicyclohexylmethylamine or any other tertiary amine. Typical 
20 solvents are pyridine, dichloromethane, 1 ,2-dichloroethane, DMF, A/-methylpyrrolidinone, 
THF, DMSO or mixtures of two or more of these. The reaction is performed between 20°C 
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and 120°C, preferably at 25°C. Excess reagents are filtered off and the resin is washed with 
any solvent mentioned above including mixtures hereof, containing a base as mentioned 
above and an alcohol, typically methanol, as a scavenger of unreacted resin bound 2- 
chlorotritylchloride. 

Step B: 

Step B is identical to step B of general procedure (S). 



Step C: 

10 Step C is identical to step C of general procedure (S). 
Step D: 

Step D is identical to step D of general procedure (S). 



15 Step E: 

Step E is identical to step E of general procedure (S). 
EXAMPLE 435 (general procedure (T)) 

3-(4-n-(4-Butoxvphenvl)-3-(4-trifluoromethoxvphenvl)ureidomethvl1ben2oylamino)propionic 
20 acid 




Step A: Resin bound Fmoc B-alanine 

150 pmol Fmoc p-alanine was dissolved in a mixture of 250 pL dichloromethane, 250 pL 
25 DMF and 100 pL diisopropylethylamine and added to 50 mg polystyrene resin functionalized 
with a 2-chlorotrityl linker. After shaking the suspension for 4 hours at 25°C, the resin was 
isolated by filtration and washed with 2x1 mL dichloromethane: metha- 
nohdiisopropylethylamine 17:2:1 and 2 x 1 mL DMF. 
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Step B: Resin bound 3-(4-formvlbenzovlamino)propionic acid 

To the above resin bound Fmoc (3-alanine was added 500 pL of a 20% solution of piperidine 
in DMF. After 30 min of shaking, the resin was drained and washed with 1 mL DMF contain- 
ing 1-hydroxybenzotriazole (50 mg/mL) and DMF (2x1 mL). Then 200 pmol 4-formylbenzoic 
5 acid (30 mg) and 200 pmol HOBt (31 mg) dissolved in DMF (500 pL) were added to the resin 
followed by 200 pmol diisopropyl carbodiimide (DIC, 25.2 mg) dissolved in acetonitrile (500 
(jL). The mixture was shaken for 4 hours at 25°C followed by filtration and washing of the 
resin with DMF (3 x 1 mL). 

10 Step C: Resin bound 3-{4-f(4-Butoxvphenylamino)methvnbenzovlamino|propionic acid 

The above resin bound 3-(4-formylbenzoylamino)propionic acid (50 mg) was treated with a 
0.5 M solution of 4-butoxyaniline (0.25 mmol, 41.25 mg) in a mixture of DMF and trimethyl- 
orthoformate (1:1, 0.5 mL) and glacial acetic acid (50 pL) for 1 hour at 25 °C. Sodium cyano- 
borohydride (250 pmol, 16 mg) dissolved in a mixture of DMF and methanol (1:1, 0.25 mL) 
15 was added, and the mixture was vortexed at 25°C for 4 hours followed by filtration and wash- 
ing with a mixture of DMF and methanol (1:1,2x1 mL) 3 x 1 mL DMF and 2 x 1 mL dichloro- 
methane to afford the desired product. 

Step D: Resin bound 3'(4-f1-(4-Butoxvphenvl)-3-(4-trifluoromethoxyphenvl)ureidomethvll- 
benzovlamino)propionic acid 

200 pmol 4-trifluoromethoxyphenylisocyanate dissolved in 500 pL dichloroethane was added 
to the above resin bound 3-{4-[(4-butoxyphenylamino)methyl]benzoylamino}propionic acid 
(50 mg). Shaking the mixture 5 hours at 25°C followed by filtration and washing of the resin 
with 2 x 1 mL dichloromethane, 4 x 1 mL DMF, 2 x 1 mL H 2 0, 3 x 1 mL THF and 3 x 1 mL 
dichloromethane afforded the resin bound title compound . 

Step E: 3-(4-H ■(4-ButoxvphenvlV3-(4-trifluoromethoxyphenyl)ureidomethvnbenzovlamino)- 
propionic acid 

The above resin bound 3-{4-[1-(4-butoxyphenyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]- 
benzoylaminojpropionic acid (50 mg) was treated with 1 mL 5% TFA in dichloromethane for 
1 hour at 25°C. The product was filtered off and the resin was washed with 1 mL dichloro- 
methane. The combined extracts were concentrated in vacuo . The residue was dissolved in 
50 pL DMSO + 500 pL acetonitrile and purified by preparative HPLC using a Supelcosil 
ABZ+ 25 cm x 10 mm 5p column. The starting eluent composition was 5% acetonitrile in wa- 
ter changing over 30 min to 90% acetonitrile in water which was then kept constant for 5 min 



20 



25 



30 



35 
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before going back to the starting composition over 10 min. The flow rate was kept constant at 
8 mL/min collecting one fraction pr. minute. The process was monitored using an UV detec- 
tor operating at 214 nm. The fractions containing the desired product were combined and 
evaporated in vacuo to afford the title compound . 

5 

1 H NMR (400 MHz, DMSO-d 6 ): 8 12.20 (s br, 1H); 8.50 (t, 1H); 8.09 (s, 1H); 7.73 (d, 2H); 
7.55 (d, 2H); 7.30 (d, 2H); 7.20 (d, 2H); 7.10 (d, 2H); 6.90 (d, 2H); 4.90 (s, 2H); 3.95 (t, 2H); 
3.45 (m, 2H); 2.50 (t, 2H); 1.60 (k, 2H) 1.42 (sx, 2H); 0.95 (t, 3H) 

10 The following examples can be made as described above. 

EXAMPLE 436 (general procedure (T)) 

3-{4-f1-Quinolin-3-vl-3-(4-trifluoromethoxyphenyl)ureidomethvnbenzovlamino)propionic acid 




15 

1 H NMR (400 MHz, DMSO-d 6 ): 8 12.20 (s br, 1H); 8.80 (m, 2H); 8.45 (t, 1H); 8.25 (s, 1H); 
8.00 (d, 2H); 7.95 (d, 2H); 7.78 (m, 3H); 7.60 (t, 1H); 7.55 (d, 2H); 7.38 (d, 2H); 7.24 (d, 2H); 
5.12 (s, 2H); 3.45 (m, 2H); 2.50 (t, 2H). 

20 EXAMPLE 437 (general procedure (T)) 

3-(4-f3-(4-Trifluoromethoxvphenvl)-1-(4-trifluoromethvlphenyl)ureidomethvnbenzovlamino)- 
propionic acid 




25 1 H NMR (400 MHz, DMSO-c/ 6 ): 8 12.15 (s br, 1H); 8.95 (s, 1H); 8.48 (t, 1H); 7.75 (d, 2H); 

7.68 (d, 2H); 7.58 (d, 2H); 7.50 (d, 2H); 7.35 (d, 2H); 7.25 (d, 2H); 5.10 (s, 2H); 3.45 (m, 2H); 
2.50 (t, 2H). 
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EXAMPLE 438 (general procedure (T)) 

3-(4-ri.3-Bis(4-trifluoromethoxvphenvl)ureidomethyl1benzovlamino)propionic acid 




5 



1 H NMR (400 MHz, DMSO-d 6 ): 5 12.25 (s br, 1H); 8.65 (s, 1H); 8.48 (t ? 1H); 7.75 (d, 2H); 
7.55 (d, 2H); 7.35 (m, 6H); 7.22 (d, 2H); 5.00 (s, 2H); 3.40 (m, 2H); 2.50 (t, 2H). 

EXAMPLE 439 (general procedure (T)) 
10 344-f1-(4-Propvlphenvl)-3"(4-trifluoromethoxvphenvl)ureidomethvl1benzovlamino)propionic 



1 H NMR (300 MHz, DMSO-d 6 ): 8 12.20 (s, 1H); 8.45 (t, 1H); 8.30 (s, 1H); 7.73 (d, 2H); 7.52 
15 (d, 2H); 7.32 (d, 2H); 7.20-7.10 (m, 6H); 4.95 (s, 2H); 3.45 (m, 2H); 2.50 (m, 4H); 1.60 (sx, 
2H); 0.90 (t, 3H). 

EXAMPLE 440 (general procedure (T)) 
3-(4-f1-(4-Butyl-2-methvlphenvl^^ 
20 propionic acid 



acid 
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1 H NMR (300 MHz, DMSO-d 6 ): 8 12.20 (s br, 1H); 8.45 (t. 1H); 7.87 (s, 1H); 7.75 (d. 2H); 
7.52 (d, 2H); 7.30 (d, 2H); 7.22 (d, 2H); 7.10 (s, 1H) 7.05 (d, 1H); 6.95 (d, 1H); 5.15-4.85 (d 
br, 2H); 3.45 (m, 2H); 2.55-2.50 (m, 4H); 1.60 (k, 2H); 1.32 (sx, 2H); 0.90 (t, 3H). 

5 EXAMPLE 441 (general procedure (J)) 

3-(4-f1-(4-lsopropoxvphenvl)-3-(4-trifluoromethoxyphenyl)ureidomethYllbenzoylamino}- 
propionic acid 



10 1 H NMR (DMSO-d 6 ): 5 8.47 (t, 1H); 8.10 (s, 1H); 7.75 (d, 2H); 7.56 (d, 2H); 7.36 (d, 2H); 7.23 
(d, 2H); 7.12 (d, 2H); 6.90 (d, 2H); 4,92 (s, 2H); 4.60 (q, 1H); 1.25 (d, 6H). 

EXAMPLE 442 (general procedure (T)) 

344-[1-(4-Ethoxvphenvl)-3-(4-trifluoromethoxyphenvl)ureidomethvllbenzovlamino)propionic 



1 H NMR (DMSO-d 6 ): 5 8.46 (t, 1H); 8.06 (s, 1H); 7.78 (d, 2H); 7.56 (d, 2H); 7.34 (d, 2H); 7.22 
(d. 2H); 7.14 (d, 2H); 6.92 (d. 2H); 4.91 (s. 2H); 4.01 (q, 2H); 1.32 (t, 3H). 

20 




15 



acid 
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EXAMPLE 443 (general procedure (T)) 

3-(4-f1-(4-Cvclohexvlphenvl)-3-(3-nitrophenvl)ureidomethvl1benzQvlamino)propionic acid 



1 H NMR (DMSO-cfe): 8 12.20 (s br, 1H); 8.78 (s, 1H); 8.45 (s+t, 2H); 7.92(d, 1H); 7.80 (d, 1H); 
7.75 (d, 2H); 7.50 (t, 1H) 7.30 (d, 2H); 7.20 (d t 2H); 7.15 (d,2H); 4.95 (s, 2H); 3.45 (m f 2H); 
2.50 (t, 2H); 1.90-1.10 (m, 11 H) 

HPLC-MS (Method B): m/z = 545 (M+1). R t = 7.47 min 

General procedure (U) for the solid phase synthesis of compounds of the general formula 



Alternatively, molecules of general formula (li) obtained by the previously described general 
method (T) may be modified after step D. This applies to all general procedures comprising a 
step similar to step D of procedure (T): 





o 



D'-N=C=0 or 
D'-N=C=S 



O 

Resin — V — A 



E 



Modification 



R 



Step D 




Step D2 



O 

Resin — V — A 1^ 




E 



V-A-A 



O 




E 



StepE 



wherein 



A, V, Z, R 1 , E and D are as defined for formula (I), 
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D' is a subgroup of D containing functionalities that may be further derivatized like sulfides, 
sulfoxides, or esters, 

Xis 




wherein PS is polystyrene 



Step D2: Oxidation of sulfides or sulfoxides 

10 The reaction is known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 
132) and is performed by treating the resin bound intermediate with an oxidizing agent like 3- 
chloroperoxybenzoic acid or peracetic acid in a solvent like dichloromethane, 1 ,2-dichloro- 
ethane, THF or a mixture thereof. The reaction is performed between 20°C and 120°C, pref- 
erably at 25°C. Excess reagents are filtered off and the resin is washed with dichloro- 

15 methane, 1 ,2-dichloroethane, DMF, A/-methylpyrrolidinone, THF, DMSO or mixtures of two or 
more of these. 

Step D2: Derivatization of esters 

Ester hydrolysis. The reaction is known (Hoekstra et al, Bioorg. Med. Chem. Lett. 1996, 6, 
20 2371-2376) and is performed by treating the resin bound intermediate with a solution of po- 
tassium trimethylsilanolate in a solvent like THF or dioxan. The reaction is performed be- 
tween 20°C and 120°C, preferably at 25°C. Excess reagents are filtered off and the resin is 
washed with dichloromethane, 1,2-dichloroethane, dioxan, DMF, AZ-methylpyrrolidinone, 
THF, DMSO or mixtures of two or more of these in combination with an acid like acetic acid 
25 to afford the corresponding resin bound carboxylic acid. 

The above resin bound carboxylic acid is converted into an active ester by the use of penta- 
fluorophenyl trifluoroacetate or 4-nitrophenyl trifluoroacetate in the presence of pyridine in a 
solvent such as DMF, /V-methylpyrrolidinone, THF, dichloromethane, 1,2-dichloroethane, 
30 acetonitrile, DMSO or a mixture of two or more of these. The reaction is performed between 
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20°C and 40°C, preferably at 25°C. Excess reagents are filtered off and the resin is washed 
several times with the solvent used during the reaction. 

The above resin bound active ester is allowed to react with nucleophiles like ammonia, pri- 
5 mary or secondary amines, A/-hydroxyamidines or hydrazides to afford resin bound carbox- 
ylic acid derivatives. 

EXAMPLE 444 (general procedure (U)) 

4-f1-(4-Cvclohexvlphenvl)-3'(3-methvlsulfonvlphenvl)ureidomethyl1-A/-(2H-tetrazol-5-vl)- 
10 benzamide 



Step A: Resin bound 4-formvl-/V-(2H-tetrazol-5-yl)benzamide 

150 pmol 4-formyl-A/-(2H-tetrazol-5-yl)benzamide was dissolved in a mixture of 250 pL di- 
15 chloromethane, 250 pL DMF and 100 pL diisopropylethylamine and added to 50 mg polysty- 
rene resin functionalized with 2-chlorotrityl chloride. After shaking the suspension for 4 hours 
at 25°C, the resin was isolated by filtration and washed with 2x1 mL dichloromethane:- 
methanohdiisopropylethylamine 17:2:1 and 2x1 mL DMF. 

20 Step C: Resin bound 4-[(4-cvclohexvlphenylamino)methvl1-/V-(2/-/-tetrazol-5-vl)benzamide 
The above resin bound 4-formyl-/V-(2H-tetrazol-5-yl)benzamide (50 mg) was treated with a 
0.5 M solution of 4-cyclohexylaniline (0.25 mmol, 41.25 mg) in a mixture of DMF and 
trimethylorthoformate (1:1, 0.5 mL) and glacial acetic acid (50 pL) for 1 hour at 25°C followed 
sodium cyanoborohydride (250 pmol, 16 mg) dissolved in a mixture of DMF and methanol 

25 (1:1, 0.25 mL). Shaking at 25°C for 4 hours followed by filtration and washing with a mixture 
of DMF and methanol (1:1,2x1 mL), 3 x 1 mL DMF and 2 x 1 mL dichloromethane afforded 
the desired product. 
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Step D: Resin bound 4-f1-(4-cvclohexvlphenvl)-3-(3-methvlsulfanvlphenvl)ureidomethvl1-»A/- 
(2H-tetrazol-5-vl)benzamide 

200 pmol 3-Thiomethylphenylisocyanate dissolved in 500 pL dichloroethane was added to 
the above resin bound 44(4-cyclohexylphenylamino)methyl]-A/-(2H4etrazol-5-yl)benzamide 
5 (50 mg). Shaking the mixture 5 hours at 25°C followed by filtration and washing with 2x1 mL 
dichloromethane, 4 x 1 mL DMF, 2 x 1 mL H 2 0, 3 x 1 mL THF and 3 x 1 mL dichloromethane 
afforded the resin bound title compound . 



Step D2: Resin bound 4-f1-(4-Cvclohexvlphenvl)-3-(3-methylsulfonvlphenvnureidomethvn-A/- 

10 (2/-/-tetrazol-5-vl)benzamide 

To the above resin bound 4-[1-(4-cyclohexylphenyl)-3-(3-methylsulfanylphenyl)ureidomethyl] 
/V-(2H-tetrazol-5-yl)benzamide was added a solution of 3-chloroperbenzoic acid (2.0-2.8 
mmol) in 1 ,2-dichloroethane (500 pL). The mixture was shaken overnight at 25 °C. Filtration 
followed by washing of the resin with dichloromethane (2x1 mL) afforded the resin bound 

15 title compound. 

Step E: 4-[1-(4-Cvclohexvlphenvl)-3-(3-methvlsulfonylphenvl)ureidomethvn-A/-(2H-tetrazol-5- 
vQbenzamide 

The above resin bound 4-[1-(4-cyclohexylphenyl)-3-(3-methylsulfonylphenyl)ureidomethyl]-A/- 
20 (2H-tetrazol-5-yl)benzamide (50 mg) was washed with DMF (4 x 1 mL), H 2 0 (2 x 1 mL), THF 
(3 x 1 mL) and dichloromethane (3 x 1 mL) and treated with 1 mL 5% TFA in dichloro- 
methane for 1 hour at 25°C. The product was filtered off and the resin was washed with 1 mL 
dichloromethane. The combined extracts were concentrated in vacuo . The residue was dis- 
solved in 50 pL DMSO + 500 jjL acetonitrile and purified by preparative HPLC using a Su- 
25 pelcosil ABZ+ 25 cm x 10 mm 5\i column. The starting eluent composition was 5% acetoni- 
trile in water changing over 30 min to 90% acetonitrile in water which was then kept constant 
for 5 min before going back to the starting composition over 10 min. The flow rate was kept 
constant at 8 mL/min collecting one fraction pr. minute. The process was monitored using an 
UV detector operating at 214 nm. The fractions containing the desired product were com- 
30 bined and evaporated in vacuo to afford the title compound . 

1 H NMR (300 MHz, DMSO-d 6 ): 5 12.30 (s br, 1H); 8.70 (s, 1H); 8.05 (d, 2H); 7.75 (m, 1H); 
7.52-7.42 (m, 4H); 7.20 (s, 4H); 5.00 (s, 2H); 3.15 (s, 3H); 1.85-1.60 (m, 5H); 1.50-1.15 (m, 
6H). 



35 
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HPLC-MS (method B) m/z = 574, R, = 7.18 min. 

The following examples can be made as described above. 

5 EXAMPLE 445 (general procedure (U)) 

4-f1-(4-fert-Butvlcvclohexyl)-'3-(3-methvlsulfonvlphenvl)ureidomethvl1-A/-(2H-tetrazol-5- 
vQbenzamide 



10 1 H NMR (300 MHz, DMSO-d 6 ): 5 12.30 (s br, 1H); 8.82 (s, 1H); 8.05 (d, 2H); 8.15-8.00 (m, 
3H); 7.78 (d. 1H); 7.55-7.45 (m, 4H); 4.65 (s, 2H); 4.10 (t br, 1H); 3.13 (s, 3H); 1.83-0.90 (m, 
9H); 0.85 (s, 9H). 

HPLC-MS (method B) m/z = 554, R, = 7.12 min. 



EXAMPLE 446 (general procedure (LP) 

4-[1-(4-sec-Butvlphenvl)-3-(3-methvlsulfonvlphenyl)ureidomethvn-/V-(2H-tetrazol-5- 
vDbenzamide 



1 H NMR (300 MHz, DMSO-d 6 ): 5 12.35 (s br, 1H); 8.65 (s, 1H); 8.10-8.00 (m, 4H); 7.75 (m, 
1H); 7.52-7.42 (m, 4H); 7.20 (s, 4H); 5.00 (s, 2H); 3.15 (s, 3H); 2.55 (q, 1H); 1.55 (k, 2H); 
1.20 (d. 3H); 0.75 (t, 3H). 




15 




25 HPLC-MS (method B) m/z = 548, R t = 6.03 min. 
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EXAMPLE 447 (general procedure (LP) 
4-f1-(4-Butylphenyl)-3-(3-methyls^^ 



5 1 H NMR (DMSO-d 6 ): 5 0.90 (3H, t), 1.42 (2H f sixtet), 1.57 (2H, pentet), 2.58 (2H f partly hid- 
den by DMSO), 3.15 (3H, s), 5.02 (2H, s), 7.21 (4H, s), 7.45-7.52 (4H, m), 7.85 (1H, m), 8.0- 
8.1 (3H, m), 8.61 (1H, s), 12.4 (1H, bs). 

HPLC-MS (Method B): R, = 6.37 min, m/z = 548 (M +1). 

10 

EXAMPLE 448 (general procedure (U)) 

4-f1-(4-sec-Butylphenvl)-3-(4-methvlsulfonvlphenyl)ureidomethyl1-A/-(2H-tetrazol-5-yl)- 
benzamide 



1 H NMR (300 MHz f DMSO-cfe): 5 12.30 (s br, 1H); 8.72 (s, 1H); 8.05 (d, 2H); 7.75 (d, 2H); 
7.70 (d, 2H); 7.45 (d, 2H); 7.20 (s, 4H); 5.00 (s, 2H); 3.11 (s, 3H); 2.60 (q, 1H); 1.55 (k, 2H); 
1.20 (d. 3H); 0 .75 (t, 3H). 

20 HPLC-MS (method B) m/z = 548, R t = 6.03 min. 




CK 
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EXAMPLE 449 (general procedure (U)) 

441-(4-tert-Butvlphenvl)-3-(3-methvlsulfonvlphenvl)ureidomethyl1-A/-(2H-tetrazol-5-vl)benz- 
amide 




5 

*H NMR (DMSO-d 6 ): 8 1.30 (9H, s), 3.18 (3H, s), 5.03 (2H, s), 7.24 (2H t d), 7.41 (2H, d), 
7.45-7.55 (8H, m), 7.85 (1H, m). 8.05 (2H, d), 8.08 (1H, s), 8.70 (1H, s). 12.4 (1H, bs). 

HPLC-MS (Method B): R, = 5.97 min, m/z = 548 (M +1). 

10 

EXAMPLE 450 (general procedure (U)) 

443-(3-Methvlsulfonvlphenvl)-1-(4-trifluoromethoxyphenvl)ureidomethvll-A/-(2A7-tetrazol-5-vl)- 
benzamide 



F 




15 

'H NMR (300 MHz, DMSO-cfe): 5 12.35 (s, 1H); 8.85 (s, 1H); 8.05 (d, 2H); 7.75 (m. 1H); 7.55- 
7.35 (m. 9H); 7.20 (s, 4H); 5.05 (s, 2H); 3.15 (s, 3H). 

HPLC-MS (method B) m/z = 576, R, = 5.42 min. 

20 
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EXAMPLE 451 (general procedure (U)) 

443-(4-Methvlsulfonvlphenyl)-1-(4-trif)uorom 

yDbenzamide 



1 H NMR (300 MHz, DMSO-cfe): 8 12.35 (s, 1H); 8.95 (s, 1H); 8.05 (d, 2H); 7.70 (d, 2H); 7.65 
(d, 2H); 7.49 (d t 2H); 7.43 (d, 2H), 7.45 (d, 2H); 5.05 (s, 2H); 3.12 (s, 3H). 

HPLC-MS (method B) m/z = 576, R t = 5.42 min. 

10 

EXAMPLE 452 (general procedure (U)) 

443-(3-EthvlsulfonvlphenYl)-1-(4-trffl^ 

benzamide 




5 



F 




15 



HPLC-MS (method B) m/z = 590, R t = 5.90 min. 
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EXAMPLE 453 (general procedure (U)) 

4-f1-(4-Cvclohexylphenyl)-3-(3-etM^ 

benzamide 



HPLC-MS (method B) m/z = 588, R, = 7.10 min. 

EXAMPLE 454 (general procedure (U)) 
4-H-(4-tert-BuWlphenyl)-3-(3-ethylsutt 
10 benzamide 



15 EXAMPLE 455 (general procedure (U)) 

4-f1-(4-Cvclohexvlphenyl)-3-(4-trifluoromethvte^ 
vObenzamide 




5 




HPLC-MS (method B) m/z = 561, R t =6.40 min. 




20 1 H NMR (DMSO-cfe): 5 9.20 (1H, broad), 7.90 (5H, m), 7.79 (1H, dd), 7.44 (2H, d), 7.21 (4H, 
s), 5.00 (2H, broad), 1.90-1.00 (10H, m). 
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HPLC-MS (method B): m/z: 628, R t = 8.05 min. 
EXAMPLE 456 (general procedure (U)) 

3-{3-(4-fe/t-BuWlphenvl)-3-f4-(2H-tetrazol-5-vlcarbamovl)benzvl1ureido)benzoic acid 




Step A: Resin bound 4-formyl-A/-(2rt-tetrazol-5-yl)benzamide 

1500 pmol 4-formyl-N-(2H-tetrazol-5-yl)benzamide was dissolved in a mixture of 2500 pL di- 
chloromethane, 2500 |jL DMF and 1000 pL diisopropylethylamine and added to 500 mg 
10 polystyrene resin functionalized with 2-chlorotrityl chloride. After shaking the suspension for 4 
hours at 25°C f the resin was isolated by filtration and washed with 2 x 10 mL dichloro- 
methane: methanokdiisopropylethylamine 17:2:1 and 2 x 10 mL DMF. 

Step C: Resin bound 4-f(4-tert-butylphenvlamino)methvl1-A/-(2/-/-tetrazol-5-vl)benzamide 
15 The above resin bound 4-formyl-/V-(2H-tetrazol-5-yl)benzamide (500 mg) was treated with a 
0.5 M solution of 4-ferf-butylaniline (2.5 mmol, 412.5 mg) in a mixture of DMF and trimethyl- 
orthoformate (1:1,5 mL) and glacial acetic acid (500 \jL) for 1 hour at 25°C followed by so- 
dium cyanoborohydride (2.5 mmol, 160 mg) dissolved in a mixture of DMF and methanol 
(1:1, 2.5 mL). Shaking at 25°C for 4 hours followed by filtration and washing with a mixture of 
20 methanol and DMF (1:1,2x10 mL), DMF(3 x 10 mL) and dichloromethane (2x10 mL) af- 
forded the desired product. 

Step D: Resin bound 3-(3-(4-te/t-butvlphenyl)-3-f4-(2/-/-tetrazol-5-vlcarbamovl)benzvnureido}- 
benzoic acid methyl ester 
25 2.50 mmol 3-isocyanatobenzoic acid methyl ester dissolved in 5 mL dichloroethane was ad- 
ded to the above resin 4-[(4-fert-butylphenylamino)methyl]-A/-(2H-tetrazol-5-yl)benzamide 
(500 mg). Shaking the mixture 5 hours at 25°C followed by filtration and washing of the resin 
with dichloromethane (2x10 mL), DMF (2x10 mL) and THF (3x10 mL) afforded the resin 
bound title compound . 



30 



WO OO/69810 



PCT/DK00/00264 



369 



10 



15 



20 



Step D2: Derivatization of esters 

Resin bound 343-(4-tert-butvlphenvl)-3^ 

acid 

To the above resin bound 3-{3-(4-fert-butylphenyl)-3-[4-(2H-tetrazol-5-ylcarbamoyl)benzyl]- 
ureido}benzoic acid methyl ester was added a solution of potassium trimethylsilanolate in 
THF (1M, 5 mL). The mixture was shaken 4 hours at 25°C, filtered and allowed to react with 
a solution of acetic acid in THF (20%, 5 mL) at 25°C overnight. Filtration followed by washing 
of the resin with dichloromethane (2x10 mL) afforded the resin bound title compound. 

Step E: 3-{3-(4-te/t-ButylphenvlV3-f4>(2H-tetrazol-5'Vlcarbamovl)benzvl1ureido)benzoic acid 
The above resin bound 3-{3-(4-fert-butylphenyl)-3-[4-(2H-tetrazol-5-ylcarbamoyl)benzyl]- 
ureido}benzoic acid (500 mg) was washed with DMF (4x10 mL), H 2 0 (2x10 mL), THF (3 x 
10 mL), dichloromethane (3x10 mL) and treated with 10 mL 5% TFA in dichloromethane for 
1 hour at 25°C. The product was filtered off and the resin was washed with 10 mL dichloro- 
methane. The combined extracts were concentrated in vacuo . The residue was recrystallised 
in acetonitrile to afford the title compound . 

1 H NMR (200 MHz, DMSO-d 6 ): 5 12.90 (s br, 1H); 12.35 (s br, 1H); 8.50 (s, 1H); 8.05 (d, 2H); 
7.75 (d, 1H) 7.60-7.15 (m, 8H); 5.00 (s, 2H); 1.22 (s, 9H). 

HPLC-MS (method B) m/z = 514, R t = 5.98 min. 

EXAMPLE 457 (general procedure (LP) 

3-(3-(4-fe/t-Butvlphenvh-3-f4-(2/-/-tetrazol-5-vlcarbamovl)benzvl1ureido}benzoic acid penta- 
fluorophenvl ester 




CH 3 
HjC-l-CHj 
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Step D2: Derivatisation of esters 

Resin bound 3-(3-(4~tert-buWlphenvl)-344-(2H-tetrazol-5'Vlcarbamovl)benzvl1ureido)benzoic 
acid pentafluorophenvl ester 

To the above resin bound 3-{3-(4-fert-butylphenyl)-3-[4-(2H-tetrazol-5-ylcarbamoyl)benzyl]- 
5 ureido}benzoic acid was added a solution of pyridine (500 pL) in DMF (5 mL) followed by 
pentafluorophenyl trifluoroacetate (850 pL). The mixture was shaken for 4 hours at 25 °C, 
filtered and washed with DMF (2x10 mL) f affording the resin bound title compound. 



Step E: 3-(3-(4-tert-Butvlphenvl)-3-[4-(2H'tetrazol-5-vlcarbamovl)benzvl1ureido)benzoic acid 

10 pentafluorophenvl ester 

The above resin bound 3-{3-(4-fe/t-butylphenyl)-3-[4-(2H-tetrazol-5-ylcarbamoyl)benzyl]- 
ureidojbenzoic acid pentafluorophenyl ester (500 mg) was washed with DMF (4x10 mL), 
H 2 0 (2x10 mL), THF (3x10 mL), dichloromethane (3x10 mL) and treated with 10 mL 5% 
TFA in dichloromethane for 1 hour at 25°C. The product was filtered off and the resin was 

15 washed with 10 mL dichloromethane. The combined extracts were concentrated in vacuo . 
The residue was recrystallised in CH 3 CN to afford the title compound . 

1 H NMR (300 MHz, DMSO-d 6 ): 6 12.30 (s br, 1H); 8.05 (d, 2H); 8.00-7.60 (m, 2H) 7.55-7.15 
(m, 8H); 5.00 (s, 2H); 1.22 (s, 9H). 

20 

HPLC-MS (method B) m/z = 680, R t = 8.27 min. 



EXAMPLE 458 (general procedure fU)) 
/V-Methvl-3-(3-(4-fe/t-butvlphenvl)-3-^^ 



H,C^CH, 

-CK 



, N -N O 



25 



ChL 



Step D2: Derivatisation of esters 

Resin bound rs/-methvl-3-(3-(4-fe/t-butvlphenvl)-3-r4-(2H>tetrazol-5-vlcarbamovnbenzvlV 
ureidolbenzamide 

30 To the above resin bound 3-{3-(4-ferf-butylphenyl)-3-[4-(2/-/-tetrazol-5-ylcarbamoyl)benzyl]- 
ureido}benzoic acid pentafluorophenyl ester was added a solution of methylamine in THF 
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(2M, 5 mL). The mixture was shaken at 25 °C overnight, filtered and washed with THF (2 x 
10 mL), affording the resin bound title compound. 

Step E: /V-Methyl-3-{3-(4-te/f-b^^ 
5 benzamide 

The above resin bound A/-methyl-3-{3-(4-fert-butylphenyl)-3-[4-(2H-tetrazol-5-ylcarbamoyl)- 
benzyl]ureido}benzamide (500 mg) was washed with DMF (4x10 mL), H 2 0 (2x10 mL), 
THF (3x10 mL), dichloromethane (3x10 mL) and treated with 10 mL 5% TFA in dichloro- 
methane for 1 hour at 25°C. The product was filtered off and the resin was washed with 10 
10 mL dichloromethane. The combined extracts were concentrated in vacuo . The residue was 
recrystallized from CH 3 CN to afford the title compound . 

1 H NMR (200 MHz, DMSO-cf 6 ): 5 12.35 (s br, 1H); 8.40 (s, 1H); 8.43 (q, 1H); 8.05 (d, 2H); 
7.85 (s, 1H); 7.63 (d, 1H); 7.50-7.15 (m, 8H); 5.03 (s, 2H); 2.80 (d, 3H);1.25 (s, 9H). 

15 

HPLC-MS (method B): m/z = 527, R, = 5.55 min 

The following examples were made as described above. 

20 EXAMPLE 459 (general procedure (U)) 

3-(3'(4-terf"Butylphenyl)-3-[4-(2H4etrazol-5-vlcarbamovl)benzvl1ureido}benzamid^ 

h,c CH 3 




HPLC-MS (method B): m/z = 513, R, = 5.52 min. 



25 
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EXAMPLE 460 (general procedure (LP) 
A/-Ethvl-3-(3-(4-te^butylphenyl)-3^^ 




5 'H NMR (200 MHz, DMSO-cfe): 6 12.35 (s br, 1H); 8.40 (m, 2H); 8.05 (d, 2H); 7.80 (s, 1H); 
7.63 (d, 1H); 7.55-7.15 (m, 8H); 5.03 (s, 2H); 3.30 (dq, 2H); 1.30 (s, 9H); 1.12 (t, 3H). 



HPLC-MS (method B): m/z = 541, R t = 5.83 min. 
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2,33 (m, 4H) ; 1,71 (d, J = 10Hz, 2H); 1,62 (qd, J = 4 et 12Hz, 2H) ; 1,3 (m, 2H). 
SM/CL : m/z = 652,4 (M+H). 

Une serie de sulfonamides a ete synthetisee selon cette procedure. Les groupes Ri, 
Xi, X2 et X3 que Ton peut envisager, sont ceux illustres aux points (A et B3a), A, (A 
5 et B3c) et B3b respectivement. 

D) Svnthese de piperidines tri-substitu6es en phase solide 

Elle s'effectue a partir de la resine vinyle sulfone (Kroll, F.E.K. ; Morphy, R. ; Rees, 
D. ; Gani, D. Tetrahedron Lett 1997 38, 8573-8576 ; Brown, A.R. J. Comb. Chem. 
1999, 7, 283-285) selon le schema suivant : 

10 Dl) Preparation de la resine 

Elle s'effectue selon le schema suivant : 




Au chlorhydrate hydrate de piperidone dilue dans la dimethylformamide est ajoutee 
de la triethylamine (1 6q.). Le melange est chauffe jusqu'a dissolution complete de la 
15 cetone. Cette solution est ajoutee k la resine vinyle sulfone (0,05 6q.) pregonflee dans 
la dimethylformamide. Apr&s 24 a 72 heures d'agitation a temperature ambiante, la 
resine est filtree puis lavee plusieurs fois avec de la dimethylformamide, du 
tetrahydrofurane, du diethylether et du dichloromethane. 

Preparation 4 

20 1,5 g de la resine vinyle sulfone (Novabiochem, taux de charge de 1 mmol/g, 
1,5 mmol) est pregonflee dans 50 ml de dimethylformamide. Dans le meme temps, 
2,3 g (15 mmol, 10 eq.) de chlorhydrate hydrate de piperidone et 1,8 g (15 mmol, 
10 eq.) de triethylamine sont chauffes dans 100 ml de dimethylformamide jusqu'a 
dissolution complete. La solution jaunatre est versee chaude sur la resine et le 

25 melange agitd 24 heures & temperature ambiante. La r6sine est filtree puis lav6e avec 
de la dimethylformamide, du tetrahydrofurane, du diethylether et du dichloromethane 
(3 fois chaque solvant) puis sechee sous vide. 1,7 g de resine jaune pale sont isoies 
avec un taux de charge de 1 mmol/g calcuie d'apres Tanalyse eiementaire de Tazote. 
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dimethylformamide ou le tetrahydrofurane. Le chlorure de sulfonyle (1,1 a 2 eq.) 
dissout dans des solvants arthydres tels que le dichloromethane, le 
dimethylformamide ou le tetrahydrofurane est ajoute, suivi de la piperidine 
4-aminodisubstituee. Le melange est agite de 16 a 48 heures. La resine 
5 aminomethyle (0,1 a 1,5 eq.) est ajoutee et la reaction agitee toute la nuit. Dans 
certains cas, de la resine echangeuse d'ions telle que IRA68 ou SAX est ajoutee et le 
melange agite a temperature ambiante de 1 a 18 heures. Les resines sont filtrees sur 
fritte, sur cartouche de resine echangeuse d'ions SAX (500 mg, Interchim) ou sur 
cartouche d'alumine basique (500 mg, Interchim). 

10 Exemple C3 : Uree de N-(3,3-diphenylpropyl)-N-{l-[(4-methoxyphenyl)sulfonyl]- 
4-piperidinyl}-N , -[3-(trifluoromethyl)phenyl] (C35H35F3N3O4S, 
M = 651,75) 



27,5 mg (100 ^mol, 2 eq.) de resine morpholinomethyle est pregonflee dans du 
15 tetrahydrofurane anhydre, on ajoute alors le chlorure de 4-methoxyphenylsulfonyle 
(15,5 mg, 0,075 mmol, 1,5 eq.) puis l'uree de N-(3,3-diphenylpropyl)- 
N-(4-piperidinyl)-N , -[3-(trifluoromethyl)phenyl] (24,3 mg, 0,05 mmol). Le melange 



sont ajoutees et le melange est agite toute la nuit. Les resines sont filtrees et rincees 
20 au dichloromethane. L'huile obtenue aprfes evaporation est passee sur une cartouche 
de gel de silice (500 mg, Interchim) en eluant avec de Tacetate d'ethyle pour obtenir 
apres concentration 18 mg (rdt = 56 %) d'un solide blanc. 



RMN l K (CD3OD, 400 MHz) 5 : 7,71 (d, J = 9,2Hz, 2H) ; 7,65 (s, 1H) ; 7,51 (d, 
1H) ; 7,41 (t, J = 7,6Hz, 1H) ; 7,29 (m, 9H) ; 7,20 (m, 2H) ; 7,1 1 (dd, J = 1,6 et 
25 6,8Hz, 2H) ; 3,88 (s, 3H, OCH 3 ) ; 3,77 (d, J = 12,4Hz, 2H) ; 3,16 (t, J = 8Hz, 2H) ; 




est agite toute la nuit. Les resines aminomethyle (20 mg) et echangeuse d'ions SAX 
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117mg (175 jimol, 3,5 eq.) de resine P-EDC est pregonflee dans 1,5 ml de 
dichloromethane anhydre. L'acide acetique (7,5 mg, 125 (imol, 2,5 eq.) est ajoute et 
le melange agite 10 minutes. Puis l'uree de N-(3,3-diphenylpropyl)-N- 
(4-piperidinyl)-N ! -[3-(trifluoromethyl)phenyl] (24,3 mg, 50 ^mol) est ajoutee a son 
5 tour et le melange agite toute la nuit. La resine est filtree et le filtrat concentre. 
L'huile obtenue est passee sur une cartouche de gel de silice en eluant avec un 
melange equimolaire d'heptane et d'acetate d'ethyle pour obtenir apres concentration 
16 mg (rdt = 62 %) d'une mousse blanche. 

RMN L H (CD 3 OD, 400 MHz) 5 : 7,71 (s, 1H) ; 7,58 (d, J = 8,4Hz, 1H) ; 7,43 (t, J = 
10 8Hz, 1H) ; 7,28 (m, 9H) ; 7,17 (m, 2H) ; 4,56 (dd, J = 2 et 11,2Hz, 1H) ; 4,17 (m, 
1H) ; 3,96 (t, J = 7,6Hz, 1H) ; 3,88 (d, J = 12Hz, 1H) ; 3,19 (q, J = 4 et 8Hz, 2H) ; 
3,1 (t, J = 12Hz, 1H) ; 2,58 (t, J - 12Hz, 1H); 2,37 (m, 2H); 2,06 (s, 3H, CH 3 ) ; 
1,72 (t, J = 14,4Hz, 2H) ; 1,43 (qd, J = 4 et 12,4Hz, 2H). 
SM/CL : m/z = 524,3 (M+H). 

15 Une s6rie d'amides a 6te synthetisee selon cette procedure. Les groupes Ri, Xi et X 2 
que l'on peut envisager, sont ceux illustres aux points (A et B3a), A, (A et B3c) 
respectivement. 

C3) Fonctionnalisation avec des chlorures de sulfonyles 

Elle s'effectue selon le schema suivant : 




O 



O 



x 2 



20 



Procedure generale : la resine morpholinomethyle (Novabiochem, 2 a 3 6q.) est 
pregonflee dans des solvants anhydres tels que le dichloromethane, le 
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Procedure generate : la resine P-EDC (1,3 a 3 eq.) est pregonflee dans du 
dichloromethane anhydre. L'acide carboxylique (1,1 a 2,5 eq.) est dissout dans un 
solvant anhydre tel que le dichloromethane, la dimethylformamide ou le 

5 tetrahydroftirane et ajoute a la resine. Ce melange est agite de 5 a 30 minutes a 
temperature ambiante. On ajoute alors a ce melange la piperidine 
4-aminodisubstituee, sous forme de base libre, en solution dans un solvant anhydre 
tel que le dichloromethane, le dimethylformamide ou le tetrahydrofiirane et on agite 
le tout a temperature ambiante de 1 a 18 heures. Dans certains cas, de la resine 

10 echangeuse d'ions telle que IRA68 ou SAX est ajoutee et le melange agite a nouveau 
h temperature ambiante de 1 a 18 heures. Les resines sont filtr6es sur fritte, sur 
cartouche de resine echangeuse d'ions SAX (500 mg, Interchim) ou sur cartouche 
d'alumine basique (500 mg, Interchim). 

Exemple C2 : Uree de N-(l-acetyl-4-piperidinyl)-N-(3,3-diphenylpropyl)- 
15 N43-(trifluoromethyl) phenyl] (C30H32F3N3O2, M = 523,60) 
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Exemple CI : Carboxamide de 4-((3,3-diphenylpropyl){[3-(trifluoromethyl)anilino] 
carbonyl}amino)-N-phenyl-l-piperidine (C35H35F3N4O2, M = 
600,68) 




5 L'uree de N-(3,3-diphenylpropyl)-N-(4-piperidinyl)-N'-[3-(trifluoromethyl)phen 
(24 mg, 0,05 mrnol) est dissoute dans du dichloromethane. Le phenylisocyanate 
(9mg, 0,075 mmol, 1,5 eq.) est ajoute et le melange agite pendant 2,5 heures. La 
resine aminomethyle (0,02 mmol) est ajoutee et la reaction a nouveau agit6e toute la 
nuit. La resine est filtree, rincee avec du dichloromethane et le filtrat concentre. 
10 L'huile obtenue est passee sur une cartouche de gel de silice en eluant avec un 
melange equimolaire d'heptane et d'acetate d'ethyle pour obtenir apres concentration 
12 mg (rdt = 40 %) d'une huile jaune. 

RMN J H (CD3OD, 400 MHz) 5 : 7,72 (s, 1H) ; 7,58 (d, 1H) ; 7,44 (m, 1H) ; 7,38 (m, 
2H) ; 7,29 (m, 12H) ; 7,12 (m, 2H) ; 7,07 (m, 1H) ; 4,2 (d, J = 12,4Hz, 3H) ; 3,21 (t, 
15 J = 8Hz, 2H) ; 2,9 (t, J = 12,4Hz, 2H) ; 2,38 (q, J = 8Hz, 2H) ; 1,73 (d, J = 10Hz, 
2H) ; 1,54 (qd, J = 3,6 et 12Hz, 2H). SM/CL : m/z = 601,4 (M+H). 

Une serie d'urees (Y = O) et de thiourees (Y = S) ont ete synthetisees selon cette 
procedure. Les groupes Rj, X| et X2 que Ton peut envisager, sont ceux illustres aux 
points ci-dessus (A et B3a), A, et (A et B3c) respectivement. 

20 CI) Fonctionnalisation avec des acides carboxyliques 



Elle s'effectue selon le schema suivant 
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Une serie d'amides a ete synthetisee selon cette procedure. Les groupes Ri envisages 
sont ceux illustres aux points A et B3a ci-dessus. Les groupes X 2 sont illustres au 
point A ci-dessus. 

C) Fonctionnalisation de la partie piperidine en solution 
5 CI) Obtention de piperidine avec R 3 = -C(Y)NHX! 
Elle s'effectue selon le schema 




Procedure generate : a la piperidine sous forme de base libre diluee dans du 
dichloromethane, est ajoute un isocyanate ou isothiocyanate (1,1 & 1,5 eq.). Le 

10 melange est agite d'une a 18 heures a temperature ambiante. La resine aminomdthyle 
(0,2 a 1 eq.) est ajoutee et le melange a nouveau agite de 2 a 18 heures. Dans certains 
cas, de la resine echangeuse d'ions telle que IRA68 ou SAX est ajoutee. Les resines 
sont filtrees et le filtrat concentre. Dans certains cas, le produit est dissout dans du 
dichloromethane ou de Tacetate d'ethyle puis filtre sur une catouche de gel de silice 

15 ou d'alumine basique (500 mg, Interchim). 
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Procedure generate : la resine "amine secondaire" est pregonflee dans des solvants 
comme le dichloromethane, le dimethyl formamide ou le tetrahydrofiirane. Puis 
Facide carboxylique (3 a 5 eq.), 1'hexafluorophosphate de benzo-triazol-l-yl-oxy- 
fra-pyrrolidino phosphonium (PyBoP, 3 a 5 eq.) et la diisopropylethylamine (6 a 

5 10 eq.) sont ajoutes et le melange agit6 24 heures a temperature ambiante. La resine 
est filtree, lavee avec des solvants tels que le dichloromethane, le dimethylformamide 
et le tetrahydrofiirane, puis sechee sous vide. On agite ensuite la resine de 1 a 
4 heures en presence d'un melange equimolaire de dichloromethane et d'acide 
trifluoroac&ique. La resine est rincee au dichloromethane puis le filtrat est concentre 

10 sous vide. Dans certains cas le filtrat est redissout dans du dichloromethane puis 
desalifte avec une solution saturee de carbonate de sodium. La phase organique est 
evaporee sous vide pour donner la base libre. 

Exemple B3d : Ac6tamide de N-[2-(4-bromophenyl)ethyl]-N-(4-piperidinyl) 
(Ci 5 H 2 iBrN 2 0,M = 325,25) 




55 mg (50 ^ol) de la resine (voir preparation 3) sont pr6gonfl6s dans de la 
dimethylformamide anhydre. On ajoute ensuite Pacide acetique (8,8 mg, 150 ^imol, 
3 eq.), le PyBoP (76 mg, 150 nmol, 3 eq.) puis la diisopropylethylamine (38 mg, 
300 nmol, 6 6q.) et le tout est agit6 toute la nuit. La resine est filtree, rincee au 

20 dimethylformamide, au tetrahydrofiirane puis au dichloromethane avant d^tre sechee 
sous vide. On ajoute 800 fil d'un melange equimolaire de dichloromethane et d'acide 
trifluoroacetique et on agite 1,5 heure a temperature ambiante. La resine est filtree et 
rincee au dichloromethane. Le filtrat est concentre, redilue dans du dichloromethane 
et lave avec une solution saturee de bicarbonate de sodium pour obtenir 1 1 mg d'une 

25 huile brune (rdt = 68 %). 

RMN ! H (CD 3 OD, 400 MHz) 6 : 7,44 (m, 2H); 7,20 (m, 2H); 4,05 (m,lH); 3,45 (m, 
2H); 3,10 (m, 2H); 2,83 (m, 2H); 2,64 (m, 2H); 2,13 (s,3H) ; 1,73 (m, 4H). SM/CL : 
m/z = 325,2 (M+H). 
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B3d) Fonctioruialisation avec des acides carboxyliques 

Elle s'effectue selon la procedure decrite dans la litterature (Kobayashi, S ; Aoki, Y., 
J. Comb. Chem. 1999, 7, 371-372) suivant le schema suivant : 



O 



O N 




^ 2) Etape de clivage 



I 

H 
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[CF 3 , CI, FJ 




[CF 3 , F] 



[F, CFJ 



[CI, F] 




[F, CI. CF 3 ] 




[CF 3 , F.OMer J iF.OMe] 
[F, OMe] 



[F, CI, Br, CF 3 ] a 

[F, CI, MeK^/[F, CI, Me] 

u 



F, CI, Me] 



[CF 3 , F, ci; 




[F, CI] 



[F, CI, Me] 




[CI, F] 
[F, Me, CF 3 ] 
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[F, CI, Me, CFJ 



F, CI, CF 3 , Me] 



[F, CI, CF 3 , Me. OMel^^^/tF, CI, CF 3 , Me, OMe] 




[Me, CF 3 , F. CI, OMe] 



[OCF 3 , Me, F, CI, CF 3 , N0 2 , OMe] 




(CF 3 , CI, Me, F, N0 2 . OMe] 
[OMe, OCF 3 , Me, F. CI, Br. CFJ 



[Me. F. N0 2 . CI. OMe. CFJ- 




[CF 3 , F, N0 2 . CI. OMe] 



[CF 3 . CI. F. OMe. N0 2 . Me] 




[Me, CF 3 , F, CI, Br, OMe] 
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RMN l H (CD3OD, 400 MHz) 5 : 7,64 (dd, J = 0,8 et 4,8Hz, 1H); 7,44 (d, J = 8,4Hz, 
2H); 7,36 (d, J = 3,6Hz, 1H); 7,14 (m, 3H); 4,11 (m, 1H); 3,61 (t, J = 8Hz, 2H); 
3,09 (d, J = 12Hz, 2H); 2,92 (m, 2H); 2,54 (m, 2H); 1,82 (m, 2H); 1,7 (m, 2H). 
SM/CL:m/z = 393,1 (M+H). 

5 Une serie d'amides a ete synthetisee selon cette procedure. Les groupes Ri envisages 
sont ceux illustres aux points A et B3a ci-dessus. Les groupes X 2 sont illustres 
ci-dessous. 

J^/[H, F, CI, Br, I. CN. OCF 3 . N0 2 , Me, CF 3 , OMe] 

* 

cx 

IF, Ci. Br, CF 3 , Me, CN, N0 2 , OMe, OEt] 

* 



t 




[F, CI, Br. I, NMe 2 , C0 2 Me, OCF 3 , OnAm, NQ 2 . CN, tBu, Me, Et, nPr. nBu, nAm] 




[OMe, OEt, Ph, CF 3 , OnBu, SCFJ 
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Procedure generate : la resine "amine secondaire" est pregonflSe dans des solvants 
comme le dichloromethane, le dimethylformamide ou le tetrahydrofurane. Puis le 
chlorure d'acide (5 a 10 eq.) et la triethylamine (6 a 12 eq.) sont ajoutes et le melange 

5 agite de 12 a 24 heures k temperature ambiante. La resine est filtree, lavee avec des 
solvants tels que le dichloromethane, le dimethylformamide et le tetrahydrofurane, 
puis sech6e sous vide. On agite ensuite la resine de 1 a 4 heures en presence d'un 
melange equimolaire de dichloromethane et d f acide trifluoroacetique. La resine est 
rincee au dichloromethane puis le filtrat est concentre sous vide. Dans certains cas le 

10 filtrat est redissout dans du dichloromethane puis desalifie avec une solution saturee 
de carbonate de sodium. La phase organique est evaporee sous vide pour donner la 
base libre. 

Exemple B3c : Carboxamide de N-(4-bromophenethyl)-N-(4-piperidinyl)- 
2-thiophfene (Ci 8 H 2 iBrN 2 OS, M = 393,3) 




55 mg (50 nmol) de la resine (voir preparation 3) sont pregonfies dans du 
tetrahydrofurane anhydre. On ajoute ensuite la triethylamine (42 jil, 300 jimol, 6 eq.) 
puis le chlorure de 2-thiophene carbonyle (37 mg, 250 nmol, 5 eq.) et le tout est agite 
toute la nuit. La resine est filtree, rincee au tetrahydrofurane, a la 

20 dimethylformamide, au tetrahydrofurane puis au dichloromethane avant d'etre sechee 
sous vide. On ajoute 800 \xl d'un melange equimolaire de dichloromethane et d'acide 
trifluoroacetique et on agite 1,5 heure a temperature ambiante. La resine est filtree et 
rincee au dichloromethane. Le filtrat est concentre, redilue dans du dichloromethane 
et lave avec une solution saturee de bicarbonate de sodium, pour obtenir 10 mg d'une 

25 huile brune (rdt = 50 %). 
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B3c) Fonctionnalisation avec des chlorures d'acides 
Elle s'effectue selon le schema suivant 
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55 mg (50 (imol) de resine (voir preparation 3) sont pregonfles dans du 
dichloromethane anhydre. On ajoute ensuite la triethylamine (42 \il 9 300 ^mol, 6 eq.) 
puis le chlorure de 4-methoxybenzene sulfonyle (51,5 mg, 250 ^mol, 5 eq.) et le tout 

5 est agite toute la nuit. La resine est filtree, rincee au tetrahydroflirane, au 
dimethylformamide, au tetrahydroflirane puis au dichloromethane avant d'etre sechee 
sous vide. On repete la reaction une seconde fois pour avoir une substitution 
complete. On ajoute 800 ^1 d'un melange equimolaire de dichloromethane et d'acide 
trifluoroacetique et on agite 1,5 heure a temperature ambiante. La resine est filtree et 

10 rincSe au dichloromethane. Le filtrat est concentre, redilue dans du dichloromethane 
et lave avec une solution saturee de bicarbonate de sodium. 14 mg d'une huile brune 
(rdt = 63 %) ont ainsi ete isoles. 

RMN ] H (CD 3 OD, 400 MHz) 5 : 7,8 (dd, J = 2,8 et 10Hz, 2H); 7,44 (dd, J = 1,2 et 
6,8Hz, 2H); 7,17 (d, J = 8,4Hz, 2H); 7,07 (dd, J = 3,2 et 10Hz, 2H); 3,87 (s, 3H, 
15 OCH3); 3,72 (m, 1H); 3,3 (m, 2H); 3,04 (d, J - 12,8Hz, 2H); 2,92 (t, J = 8,4Hz, 2H); 
2,6 (t, J = 12,4Hz, 2H); 1,58 (m, 2H); 1,47 (d large, J = 10Hz, 2H). SM/CL : m/z = 
455 (M+H). 

Une serie de sulfonamides a ete synthetisee selon cette procedure. Les radicaux Ri 
que Ton peut envisager sont ceux illustres aux points A et B3a ci-dessus. Les 
20 radicaux X3 que Ton peut envisager sont les suivants : 
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[Me, Et 




CCr- <n 




Les radicaux X\ que l'on peut envisager sont ceux illustres au point A ci-dessus. 
B3M Fonctionnalisation avec des chlorures de sulfonvles 
Elle s'effectue selon le schema suivant 
O 

I 2) Etape de clivage j 



H 



Procedure generate : la resine "amine secondaire" est pregonflee dans des solvants 
comme le dichloromethane, le dimethylformamide ou le tetrahydrofurane. Puis le 
chlorure de sulfonyle (5 k 10 eq.) et la triethylamine (6 a 12 eq.) sont ajout6s et le 
melange agite de 12 a 24 heures a temperature ambiante. La r£sine est filtr£e, lav£e 

10 avec des solvants tels que le dichloromethane, le dimethylformamide et le 
tetrahydrofurane, puis sechee sous vide. On agite ensuite la resine de 1 a 4 heures en 
presence d f un melange equimolaire de dichloromethane et d f acide trifluoroacetique. 
La resine est rincee au dichloromethane puis le filtrat est concentre sous vide. Dans 
certains cas le filtrat est redissout dans du dichloromethane puis desalifie avec une 

15 solution saturee de carbonate de sodium. La phase organique est evaporee sous vide 
pour dormer la base libre. 



Exemple B3b : Sulfonamide de N-(4-bromoph6n6thyl)-4-methoxy-N-(4-piperidinyl) 
phenyle (C2oH25BrN 2 0 3 S, M = 453,4) 
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[F, CI, Me, CF 3 , OMe, Me] 



F, CI, Br, OMe, Me] 



[F, CI, CF 3 . OMe, Me; 




[Me, CI, F, OMe] 




CI, Me, F, OMe] 



CI, F, OMe, Me] 




[F, CI, CF 3 , Me, OMe] 
F, CI, Me, OMe] 
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trifluoroacetique. La resine est filtree et rincee au dichlorom&hane, le filtrat est 
concentre, redilud dans du dichloromethane et lave avec une solution saturee de 
bicarbonate de sodium. 6 mg d'une huile brune (rdt = 25 %) sont ainsi isoles. 

RMN *H (CD 3 OD, 400 MHz) 5: 7,53 (m, 4H); 7,44 (d, J = 6,8Hz, 2H); 7,21 (d, 
5 J = 8,4Hz, 2H); 4,1 (m, 1H); 3,53 (t, J = 7,2Hz, 2H); 3,12 (d, J = 12,8Hz, 2H); 
2,89 (t, J = 8Hz, 2H); 2,7 (m, 2H); 1 ,73 (m, 4H). SM/CL : m/z - 472,2 (M+H). 

Une serie d'urees (Y = O) et de thiourees (Y = S) a ete synthetisee selon cette 
procedure. Les radicaux R\ que Ton peut envisager sont les suivants : 
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La procedure generate est la suivante : la resine "amine secondaire" est pregonflee 
dans un solvant tel que le dichloromethane ou le dimethylformamide avant l'addition 
d'isocyanate ou d'isothiocyanate (3 a 10 eq.). Le melange est agite 1 a 24 heures a 

5 temperature ambiante. La resine est alors filtree, lav6e avec des solvants tels que le 
dichloromethane, le dimethylformamide et le tetrahydrofurane puis sechee sous vide. 
Le clivage de la resine s'effectue en presence d'un melange equimolaire de 
dichloromethane et d'acide trifluoroacetique et une agitation de 30 minutes a 
4 heures. La resine est rincee au dichloromethane puis le filtrat est concentre sous 

10 vide. Dans certains cas le filtrat est redissout dans du dichloromethane puis desalifie 
avec une solution saturee de carbonate de sodium. La phase organique est evaporee 
sous vide pour dormer la base libre. 

Exemple B3a : Uree de N-(4-bromophenethyl)-N-(4-piperidinyl> 

N'-[4-(trifluoromethyl) phenyl] (C2iH23BrF 3 N 3 0, M = 470,3) 




55 mg (50 jimol) de la resine (voir preparation 3) sont pregonfles dans du 
dichloromethane anhydre. On ajoute ensuite le 4-trifluorophenylisocyanate (28 mg, 
150 ^imol, 3 eq.) et le tout est agite toute la nuit. La resine est filtree, rincee au 
tetrahydrofurane, au dimethylformamide, au tetrahydrofurane puis au 
20 dichloromethane avant d'etre sechee sous vide. On agite ensuite 1,5 heure en 
presence de 800 nl d'un melange equimolaire de dichloromethane et d'acide 
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2) Amination r6ductrice 



1) R1NH 2 




N 



La procedure generate est la suivante : a la resine cetonique pregonflee dans le 
trimethylorthoformiate (TMOF) est ajoutee Famine primaire (5 a 10 eq.) puis le 
melange est soniqu6. On ajoute ensuite le complexe de borane pyridine (8 M, 5 a 

5 10 6q.) et le melange est agite 12 a 72 heures. La resine est filtree, lavee avec des 
solvants tels que le dichloromethane, la dimethylformamide et le tetrahydrofurane 
puis sechee sous vide (Pelter, A.; Rosser, R.M. J. Chem. Soc. Perkin Trans 1 1984, 
717-720 ; Bomann, M.D.; Guch, I.C.; DiMare, M. J. Org. Chem. 1995, 60, 
5995-5996 ; Khan, N.M.; Arumugam, V.; Balasubramanian, S. Tetrahedron Lett. 

10 1996,37,4819-4822). 



300 mg (taux de charge de 0,88 mmol/g, 0,27 mmol) de resine cetonique sont 
pregonfles dans le TMOF. On ajoute ensuite la 4-bromophenethylamine (540 mg, 

15 420^1, 2,7 mmol, 10 eq.) puis le complexe de borane pyridine (8M, 338 jal, 
2,7 mmol, 10 eq.). Le melange est agite 56 heures a temperature ambiante. La resine 
est filtree, rincee successivement avec du dichloromethane, du dimethylformamide, 
du tetrahydrofurane et du dichloromethane puis sechee sous vide. 340 mg de resine 
jaune pale sont ainsi obtenus avec un taux de charge de 0,81 mmol/g calcule d*apres 

20 Tanalyse elementaire de l'azote. 

B3) Fonctionnalisation 

B3a^ Fonctionnalisation avec des isocvanates ou des isothiocvanates 



Preparation 3 




Elle s'effectue selon le schema 
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du dichloromethane ou du tetrahydrofurane a temperature ambiante. Le melange est 
agite toute la nuit. La resine est lavee avec du tetrahydrofurane, du diethylether et du 
dichloromethane puis sechee in vacuo a 50° C toute la nuit. 

B\b) Preparation de la resine carbamate de piperidone 
5 Elle s'effectue selon le schema suivant 



Au chlorhydrate hydrate de piperidone dilue dans de la dimethylformamide est 
ajoutee de la triethylamine (1 eq.) et du tamis moleculaire. Le melange est chauffe 
10 jusqu'a dissolution complete de la cetone. Cette solution est ajoutee a la resine 
carbonate de p-nitrophenyle de Wang (0,05 6q.) prSgonflee dans la 
dimethylformamide. Apres 24 a 72 heures d'agitation a temperature ambiante, la 
resine est filtree puis lavee plusieurs fois avec de la dimethylformamide, du 
tetrahydrofurane, du diethylether et du dichloromethane. 

15 Preparation 2 

2,5 g de la resine carbonate de p-nitrophenyle de Wang (taux de charge de 
0,88 mmol/g, 2,2 mmol) est pregonflee dans 100 ml de dimethylformamide. Dans le 
meme temps, 6,7 g (44 mmol, 20 eq.) de chlorhydrate hydrate de piperidone, 4,45 g 
(44 mmol, 20 eq.) de triethylamine et trois spatules de tamis moleculaire sont 

20 chauffes dans 100 ml de dimethylformamide jusqu'a dissolution complete. La 
solution jaunatre est versee chaude sur la resine et le melange agite 40 heures a 
temperature ambiante. La r6sine est filtree puis lav6e avec de la dimethylformamide, 
du tetrahydrofurane, du diethylether et du dichloromethane (3 fois chaque solvant) 
puis sechee sous vide. 2,4 g de resine jaune pale sont isoles avec un taux de charge 

25 de 0,88 mmol/g calcule d*apres Tanalyse elementaire de Tazote. 

B2) Animation reductrice sur support solide 

Elle s'effectue selon le schema suivant : 
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dans le dichloromethane est ajoute 1,6 ml (2111111101, 20 eq.) d'acide 
trifluoroacetique. La reaction est agitee 90 minutes puis concentree. Du 
dichloromethane est ajout6 et la phase organique est lav6e avec une solution saturee 
de bicarbonate de sodium, s6chee sur sulfate de magnesium, filtree et concentree 
5 sous vide pour isoler 490 mg (rdt = 98 %) d'une mousse blanche. 



RMN *H (CD3OD, 400 MHz) 5 : 7,7 (s, 1H) ; 7,55 (d, 1H) ; 7,44 (t, 1H) ; 7,28 (m, 
9H) ; 7,18 (m, 2H) ; 4,05 (m, 2H) ; 3,26 (m, 2H) ; 3,1 1 (d, J = 10,8Hz, 2H) ; 2,7 (td, 
J - 2,4 et 12,4Hz, 2H) ; 2,38 (q, J = 8Hz, 2H) ; 1,76 (d, J = 10Hz, 2H) ; 1,63 (qd, J = 
4 et 12,4Hz, 2H). SM/CL : m/z = 482,2 (M+H). 



10 Une s6rie de 4-aminopiperidines a 6t6 synthetisee selon cette procedure. Les radicaux 
Ri, Xi et X 2 que Ton peut envisager sont ceux deja illustres aux points Al et A2 
ci-dessus. 



Des 4-aminopiperidines ont ete preparees par synthese en phase solide en partant de 
15 la r£sine de Wang. 

Bl) Preparation de la r£sine 

Bla) Preparation de la resine carbonate de p-nitrophenvle de Wang 
Elle s'effectue selon le schema suivant 



20 Cette resine a e\6 preparee a partir de la resine de Wang (fournie par Bachem ou 
Novabiochem) avec des taux de charge superieurs k 0,89mmol/g, suivant la 
procedure d6crite dans la litterature (Bunin, B.A. The Combinatorial Index, 
Academic Press, 1998, p. 62-63 ; Dressman, B.A. ; Spangle, L.A. ; Kaldor, S.W. 
Tetrahedron Lett. 1996, 37, 937-940 ; Hauske, J.R. ; Dorff, P. Tetrahedron Lett. 

25 1995, 36, 1589-1592; Cao, J. ; Cuny, G.D. ; Hauske, J.R. Molecular Diversity 1998, 
3, 173-179) : de la N-methylmorpholine ou de la pyridine et du chloroformiate de 
4-nitrophenyle sont successivement additionnes a la resine de Wang pregonflee dans 



B) Synthese en phasq solide de 4-aminopiperidines 
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Procedure generate : deux methodes ont ete utilisees pour effectuer la deprotection 
en milieu acides des urees, thiourees et amides pr6c6demment decrits. La premiere 

5 consiste a dissoudre le compose dans du dichloromethane et additionner l'acide 
trifluoroacetique (5 a 20 eq.) tandis que dans la seconde une solution d'acide 
chlorhydrique dilue dans des solvants tels que F acetate d'ethyle, le dioxane ou le 
diethylether (5 a 20 eq.) est utilisee. La reaction est agitee 1 a 4 heures a temperature 
ambiante. Dans certains cas, du dichloromethane est ajoute et la phase organique est 

10 lavee avec une solution saturee de bicarbonate de sodium, sechee sur sulfate de 
magnesium, filtree et concentree sous vide pour isoler la base libre. 

Exemple A3 : Uree de N-(3,3-diphenylpropyl)-N-(4-piperidinyl)-N'-[3-(trifluoro 
methyl)phenyl] (C28H30F3N3O, M = 481,57) 




F 



15 A une solution de carboxylate de tert-butyl 4-((3,3-diphenylpropyI) 
{[3-(trifluoromethyl)anilino]carbonyl}amino)-l -pip^ridine (600 mg, 1,04 mmol) 
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ou le groupe protecteur (GP) represente H ou ter/-butyloxycarbonyle. 
A3) Syntheses de pip£ridines 4-aminodisubstituees 

La synthase des piperidines 4-aminodisubstituees selon Tinvention, peut s'effectuer 
5 par traitement acide des composes N-Boc precedemment dScrits, suivant le schema 
reactionnel suivant : 
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[CI, OH, OMe, OEt, F, OAc, CF 3 , OBn] 
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1H) ; 2,26 (m, 3H) ; 1,6 (m, 2H) ; 1,44 (s, 9H) ; 1,13 (m. 2H). SM/CL : m/z = 552,4 
(M+H). 

Une s6rie d'amides a ett£ synth£tisee scion cette procedure. Les radicaux X 2 que 
Ton peut envisager sont les suivants : 

[H, CI, Br, F, I, OMe, OEt, N0 2 , CF 3> OH, Me, OCF 3 , SCF 3 , OCHF 2 ) 



* 



[CI. Br, F, I. OMe, OEt. N0 2 . Me, OH. CF 3 , OCF 3 , SCF 3 . OCHF 2 ] 




[CI. Br, F, I. OMe, OEt, OnBu, N0 2 , CF 3 , Me, OH, NMe 2 , Ph, iPr, OCF 3 . SCF 3 1 





1? 
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La procedure generate est la suivante : l'acide carboxylique (1,1 a 2,5 eq.) dissout 
dans un solvant aprotique anhydre tel que le dichloromethane, la dimethylformamide 
ou le tetrahydrofiirane est active avec du l-ethyl-3-(3-dimethylaminopropyl) 
carbodiimide greffe sur resine (P-EDC, Novabiochem, 2,33 mmol/g, 1,3 a 3 eq.) 

5 (Desai, M.C. ; Stephens Stramiello, L.M. Tetrahedron Lett. 1993, 34, 7685-7688). 
Ce melange est agite 5 a 30 minutes a temperature ambiante. La 4-aminosubstitue- 
l-piperidine predissoute dans un solvant aprotique anhydre tel que le 
dichloromethane, la dimethylformamide ou le tetrahydrofiirane est alors ajoute et le 
melange reactionnel agite a temperature ambiante 1 a 18 heures. Dans certains cas, 

10 de la resine basique echangeuse d'ions (IRA-68, SAX) est ajoutee et le melange k 
nouveau agite a temperature ambiante 1 a 18 heures. Les resines sont fil trees sur 
fritte ou sur cartouche de resine basique echangeuse d'ions (IRA-68, SAX) ou sur 
cartouche d'alumine basique (500 mg, Interchim). 

Exemple A2b : Carboxylate de ter/-butyl 4-{(3,4-dimethoxyphenethyl)[2-(lH-indol- 
15 3-yl)acetyl]amino}-l-pip6ridine (C35H41N3O3, M = 551,74) 



512 mg (1,12 mmol, 1,4 eq.) de resine P-EDC est pregonflee dans le 
dichloromethane. L'acide 2-(l//-indol-3-yl)acetique (153 mg, 0,875 mmol, 1,1 eq.) 

20 est ajoute et le melange agite 10 minutes. Le carboxylate de tert-butyl 
4-[(3,3-diphenylpropyl)amino]-l-piperidine (292 mg, 0,8 mmol) dans le 
tetrahydrofiirane est ajoute et la reaction agitee toute la nuit. 2 spatules de resine 
basique echangeuse d'ions IRA-68 sont ajout£es et la reaction agitee a nouveau toute 
la nuit. Les resines sont filtr6es et le filtrat est concentre sous vide pour donner 

25 250 mg (rdt = 86 %) d'une mousse jaune pale. 



RMN H (CD3OD, 400 MHz) 5 : 7,63 (d, J = 8Hz, 1H) ; 7,44 (d, J = 8Hz, 1H) ; 
7,36 (d, J = 8Hz, 1H) ; 7,26 (d, J = 8Hz ? 1H) ; 7,2 (m, 6H) ; 7,13 (m, 3H) ; 7,1 (m, 
2H) ; 6,68 (s, 1H); 4-3,75 (m, 4H) ; 3,65 (s, 1H) ; 3,2 (m, 1H) ; 3 (m, 1H) ; 2,75 (m, 
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A2b) Synthase d'amides a partir d'acides carboxyliques 

Les syntheses d'amides a partir d'acides carboxyliques sont mises en oeuvre selon le 
5 schema reactionnel suivant : 

dans laquelle R represente methyle ou Boc et X 2 a la signification indiquee ci-dessus. 
II est a noter que dans le cas ou R represente Boc, le produit ainsi obtenu est un 
produit final repondant k la formule I selon Pinvention mais peut 6galement etre 
10 utilise comme intermediate de synthese. 
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P = 0-15 q = 0-3 




t 



X 





I I- 
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[CI, Br, F, Me, OMe, NO,, iPr, CF 




CI, Br, F, Me, OMe, CF 3 , OCF 3 , N0 2 ] 

* 
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cc" 

^^1H. CI, Br, F, I, OMe, SMe, OEt, CF 3 , OCF 3 , N0 2 , CN, Me, Et, iPr, Ph] 



* 




[CI. Br, F, I, OMe, SMe, CF 3 , OCF 3> N0 2 , CN, Me, Et, iPr, OCH 2 Ph] 



[CI, Br, F, I, OMe, OEt, CF 3 , OCF 3 , N0 2 , CN, Me, Et. iPr, nBu, tBu, NMe 2 , NEtJ 



* 
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Pour les groupes R\ tels qu'illustres au point Al ci-dessus, les groupes X\ que Ton 
peut envisager pour la synthese de thiourees (Y = S) selon la procedure ci-dessus, 
sont les suivants : 



5 
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[F, CI, Me, Et, iPrK^^/[F, CI, Me, Et, iPr, tBu] 




[N0 2 , CI, F, Me] 
[F, CI. Me] 




F, CI, OMe, Me, N0 2 , CFJ 



F, CI, OMe, Me, nBu. NO,' 



[CI, OMe, F, Me, NO. 




CI, OMe, F, Me] 




CI, Me. OMe] 



[CI, Me, NOJ 




[CI, OMe. Me 




CI, OMe, Me] 
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45 minutes, et la r6sine aminomethyle (180 mg, 0,36 mmol) est ajoutee et la reaction 
remise sur Tagitateur orbital pendant 45 minutes. La resine est filtree et lavee au 
dichlorom&hane. Le filtrat est concentre in vacuo pour donner 610 mg (rdt = 87 %) 
d'une mousse blanche. 

5 RMN l H (CD3OD, 400 MHz) 5 : 7,71 (s, 1H) ; 7,57 (d, 1H) ; 7,43 (t, 1H) ; 7,26 (m, 
10H) ; 7,15 (m, 1H) ; 4,1 (m, 3H) ; 3,97 (dd, J = 7,6 et 10Hz, 1H) ; 3,17 (m, 2H) ; 
2,75 (m, 2H) ; 2,35 (m, 2H) ; 1,65 (d, J - 12Hz, 2H) ; 1,46 (s, 9H, groupe /butyle) ; 
1,39 (dd, J = 2,4 et 10,8Hz, 2H) ; 1,29 ( s, 1H). SM/CL : m/z = 582 (M+H). 

Pour les groupes R| tels qu'illustres au point Al ci-dessus, les groupes X\ que Ton 
10 peut envisager pour la synthese d'ur6es (Y = O) selon la procedure ci-dessus, sont les 
suivants : 



[SMe, C0 2 Et, OCF 3 , OnBu, Br, F, CI, OMe, CF 3 , Me, N0 2 , OEt, Et, iPr, nBu, CN] 




[H, Br, F, CI, OMe, SMe, OEt, CF 3 , Me, Et, nPr, iPr, tBu, Ph, N0 2 , CN] 




[OMe, COMe, CF 3 , Br, F, CI, Me, Et, N0 2 , CN, SMe] 




9 
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R, 



a 



a 



'N 



,Rj 1) X,NCY 




H 



2) resine aminomethyle 




N 



X 



dans laquelle R represente methyle ou Boc et Xi et Y ont la signification indiquee 
ci-dessus. II est a noter que dans le cas ou R represente Boc, le produit ainsi obtenu 
est un produit final repondant a la formule I selon Pinvention mais peut egalement 
5 etre utilise comme intermediate de synthese. 

La procedure generate est la suivante : Pisocyanate ou l'isothiocyanate (1,1 a 1,5 eq.) 
est ajoute a la 4-aminosubstitue-l-piperidine dans des solvants aprotiques tels que le 
dichloromethane, le tetrahydrofurane ou la dim&hylformamide et le melange est 
agite de 45 minutes a 18 heures a temperature ambiante. La resine aminomethyle 

10 (Novabiochem, l,33mmol/g, 0,2 a 1 eq.) est ajoutee et le melange agite de 
45 minutes a 18 heures. Dans certains cas, de la resine basique echangeuse d'ions 
telle que la IRA-68 (Gayo, L.M. ; Suto, M.J. Tetrahedron Lett. 1997, 35, 513-516) 
peut etre ajoutee. Les resines sont filtrees et le filtrat concentre. D'autres 
purifications sur cartouche de gel de si lice ou d'alumine basique (500 mg, Interchim) 

15 peuvent eventuellement etre realisees. 

Exemple A2a : Carboxylate de /^r/-butyl-4-((3,3-diphenylpropyl) {[3-(trifluoro 
methyl) anilino] carbonyl} amino)- 1-piperi dine 

(C 3 3H3 8 F 3 N303, M = 581,68) 



20 A une solution de carboxylate de ter/-butyl 4-[(3,3-diphenylpropyl)amino]- 
1-piperidine (470 mg, l,2mmol) dans 5 ml de dichloromethane est ajoute 246 mg 
(1,32 mmol) d'isocyanate de 3-(trifluoromethyl)phenyle. La solution est agitee 




F 
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alors ajoutes et le melange agite pendant 30 minutes. La phase organique est lavee 
avec une solution saturee de bicarbonate de sodium, de chlorure de sodium, s6chee 
sur sulfate de magnesium, filtree et concentree pour donner 10 g d'un solide jaune. 
Ce solide est purifiS par chromatographic flash sur gel de silice en 61uant avec un 
5 melange heptane/acetate d'ethyle (4/1, 3/1, 2/1 puis 1/1) puis a l'acftate d'ethyle 
pur. Les fractions sont concentrees sous vide pour donner 5,6 g (rdt = 57 %) d'un 
solide jaune pale. 

RMN *H (CD 3 OD, 400 MHz) 8 : 7,27 (m, 8H) ; 7,16 (m, 2H) ; 4 (dd, J = 6,4 et 
MHz, 3H) ; 2,73 (m, 2H) ; 2,55 (m, 3H) ; 2,26 (q, J = 7,6Hz, 2H) ; 1,78 (d, J = 12Hz, 
10 2H) ; 1,45 (s, 9H) ; 1,15 (qd, J = 4,4 et 12,8Hz, 2H). SM/CL : m/z = 395,2 (M+H). 

Une serie de 4-aminosubstitue-l-pip6ridine est preparee selon cette procedure avec 
les autres groupes Ri suivants : 




A2) Fonctionnalisation des piperidines 

15 A2a) Synthases d'urees et de thiourees 

Les syntheses d'urees et de thiourees sont mises en ceuvre selon la procedure decrite 
dans la litterature (Kaldor, S.W. ; Siegel, M.G. ; Fritz, J.E. ; Dressman, B.A. ; Hahn, 
PJ. Tetrahedron Lett. 1996, 37, 7193-7196 ; Kaldor, S.W. ; Fritz, J.E. ; Tang, J. ; 
McKinney, E.R. Bioorg. Med. Chem. Lett. 1996, 6, 3041-3044; Booth, R.J. ; 
20 Hodges, J.C. J. Am. Chem. Soc. 1997, 7/9, 4882-4886 ; Flynn, D.L. ; Crich, J.Z. ; 
Devraj, R.V. ; Hockerman, S.L. ; Parlow, J.J. ; South, M.S. ; Woodard, S. J. Am. 
Chem. Soc. 1997, 119, 4874-4881) suivant le schema suivant : 
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Les composes selon F invention peuvent etre prepares en phase solide ou liquide. 
A) Synthases en phase liquide via la piperidone N-substituee 
Al) Amination reductrice 

Elle s'effectue selon 1'etape suivante : 



dans laquelle R represente methyl e ou Boc et R| a la signification indiquee ci-dessus. 

La procedure generate est la suivante : Pamination reductrice (Abdel-Magid, A.F. ; 
Maryanoff, C.A. ; Carson, K.G. Tetrahedron Lett. 1990, 37, 5595-5598 ; 
Abdel-Magid, A.F. ; Carson, K.G. ; Harris, B.D. ; Maryanoff, C.A. ; Shah, R.D., 

10 J. Org. Chem. 1996, 61, 3849-3862) de la piperidone N-substituee est realisee dans 
des solvants anhydres chlores tel que le dichloroethane en presence d'une amine 
primaire (1,1 a 1,5 eq.), d'un agent reducteur tel que le triacetoxyborohydrure de 
sodium (1,1 a 1,5 eq.) et d'acide acetique (10% en masse relatif a la piperidone 
N-substituee). Le melange reactionnel est agite pendant 1 a 4 heures a temperature 

15 ambiante. Dans certains cas, une solution de soude (0.1 M) est ajoutee et le melange 
agite pendant 20 a 90 minutes. Sinon, le melange reactionnel est lave avec une 
solution saturee de bicarbonate de sodium, chlorure de sodium, seche sur sulfate de 
magnesium, filtre et concentre. Le produit desire est purifie par chromatographic 
flash sur gel de silice. 



20 Preparation 1 : Carboxylate de tert-butyl 4-[(3,3-diphenylpropyl)amino]-l-piperidine 
(C 2 5H34N 2 02,M = 394,56) 



A 5 g (25 mmol) de N-Boc-piperidone dans 100 ml de dichloroethane sec est ajoute 
la 3,3-diph6nylpropylamine (5,8 g, 27,5 mmol), le triacetoxyborohydrure de sodium 
25 (6,36 g, 30 mmol) et 0,5 ml d'acide acetique. La solution jaune trouble est agitee a 
temperature ambiante pendant 1 heure. 50 ml d'une solution de soude (0.1 M) sont 




H 



5 
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ou bien X2 represente un radical de formule 




X3 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, le radical vinyle 
substitue par un radical phenyle, CF 3 , ou -(CH 2 )pZ 2 5 dans lequel 
5 Z 25 repr6sente un radical phenyle, napthyle, thienyle, pyrazolyle ou 

thiazolyle eventuellement substitue par un ou plusieurs substituants 
choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 
alkyle, alkoxy, CF 3 , nitro, -NH-C(0)-alkyle, mono- et di-alkylamino ; 

De maniere tres preferentielle, R\ represente le radical -{CH 2 )mZi 2 dans lequel m = 2 
10 et Z12 represente 6/s-phenyle ou bien le radical indolyle substitues par un ou 
plusieurs substituants choisis independamment parmi les radicaux alkyle et alkoxy. 

De maniere tres preferentielle, R2 represente les radicaux de formule -C(Y)NHXi et 
-C(0)X 2 dans laquelle 

Y represente S ; 

15 Xi represente un radical phenyle eventuellement substitue par un ou plusieurs 

radicaux azido, 

X2 represente -(CH 2 )pZ 2 4 dans lequel 
p est egal a 1, 2 ou 3, 

Z 24 represente cyclohexyle, ou phenyle ou benzothienyle eventuellement 
20 substitue par un ou plusieurs radicaux choisis parmi fluoro, chloro, 

bromo, iodo ou -CF3. 

De maniere tres preferentielle, R3 represente l'atome d'hydrogene ou le radical 
methyle. 
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ou bien X 2 represente 




X3 represente un radical -(CH2)pZ25 dans lequel Z25 represente le radical 
phenyle eventuellement substitue par un ou plusieurs radicaux identiques ou 
5 differents choisis parmie alkoxy et CF3, 

De maniere preferentielle, R3 represente Tatome d'hydrogene, un radical alkyle, 
alkenyle ou fiiryl-methyl susbtitue par un ou plusieurs radicaux nitro, ou un radical 
de formule -C(Y)-NHXi, -C(0)X 2 ou S0 2 X 3 dans laquelle 

X\ represente un radical -(CH 2 )pZ 2 2 dans lequel 
10 Z22 represente le radical phenyle ou naphtyle eventuellement substitue 

par un ou plusieurs radicaux choisis ind6pendamment parmi les radicaux 
fluoro, chloro, bromo, iodo, alkyle, alkoxy, CF3, nitro, phenoxy, 

X 2 represente le radical vinyle substitue par un radical phenyle lui-meme 
eventuellement substitue par un ou plusieurs radicaux halo, ou -(CH2) P -U-Z24 
15 dans lequel 

Z24 represente alkyle, cyclohexyle, tetrahydrofuryle, 6/s-phenyle, amino, 
mono ou di-alkylamino, ou phenyle, indolyle, thi6nyle, pyridinyle, 
benzothienyle et furyle eventuellement substitue par un ou plusieurs 
radicaux choisis parmi alkoxy, bromo, chloro, fluoro, amino, mono- et 
20 di-alkylamino, nitro, hydroxy, pyrrolyle 
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ou bien K\ represente un radical de formule ci-dessous : 




De mantere preferentielle, R2 represente un radical de formule -C(Y)NHX], 
-C(0)X 2 ou S0 2 X 3 dans laquelle 

5 Xi represente un radical (Ci-Cio)alkyle lineaire ou ramifie, ou -{CH 2 )pZ22 

dans lequel 

Z22 represente cyclohexyle, cyclohexenyle, Z>tf-ph6nyle, morpholino, 
pipSridino, mono- ou di-alkylamino, -C(0)-0-alkyle, ou phenyle, 
naphtyle ou furyle Eventuellement substitue par un ou plusieurs radicaux 
10 choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 

alkyle, alkoxy, alkylthio, CF 3 , OCF 3 , nitro, cyano, azido, 
piperidinosulfonyle, -C(0)-0-alkyle, -C(0)-alkyle ou phenyle, 
ou bien Z 22 represente un radical de formule 

a:> 

X2 represente un radical alkyle, alkynyle, -(CH2) m -W-(CH 2 )q-Z 2 3 ou 
15 -(CH 2 )pZ 2 4 dans lequel 

W represente S0 2 ; 
Z23 represente le radical phenyle ; 

Z24 represente cyclohexenyle, Ws-phenyle, cyclohexyle eventuellement 
substitu6 par un radical aminoalkyle, ou phenyle, naphtyle, 
20 benzothidnyle, thidnyle ou indolyle eventuellement substitue par un ou 

plusieurs radicaux choisis parmi fluoro, chloro, bromo, iodo, alkyle, 
alkoxy, -CF 3 , -OCF 3 , SCF 3 , hydroxy, -0-C(0)-alkyle, -NH-C(0)-alkyle, 
mono- ou di-alkylamino, amino, ou 
Z24 represente un radical de formule 
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ou bien X2 represente un radical de formule 



II I J? o 




X3 represente un radical (C 1 -Chalky le lineaire ou ramifie, le radical vinyle 
substitue par un radical (le radical phenyle etant lui-meme eventuellement 
5 substitue), CF 3 , ou -{CH2)pZ25 dans lequel 

Z25 represente aryle ou heteroaryle eventuellement substitue par un ou 
plusieurs substituants choisis independamment parmi les radicaux fluoro, 
chloro, bromo, iodo, alkyle, alkoxy, CF 3 , nitro, -NH-C(0)-alkyle, mono- 
et di-alkylamino, 

10 De maniere preferentielle, Ri represente un radical (Ci-C6)alkyle lineaire ou ramifie, 
le radical -(CH 2 ) m -Y-Z| 1 ou -(CH 2 ) m -Zi2 dans lequel 

Zn represente un (Ci-C6)alkyle, 

Z12 represente naphtyle, morpholino, fos-phenyle, pyrrolidinyle substitue par le 
radical oxy, ou bien les radicaux phenyle, piperazinyle, pyridinyle et indolyle 
15 qui sont eventuellement substitues par un ou plusieurs substituants choisis 

independamment parmi les radicaux bromo, fluoro, chloro, alkyle, alkoxy, 
-CF 3 , -OCF3; 

ou bien Z12 represente 




20 Y represente l'atome d'oxygene, 
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ou bien X2 represente 




X3 represente un radical -(CH2) P Z 2 5 dans lequel Z 2 s represente un radical aryle 
eventuellement substitue par un ou plusieurs radicaux identiques ou differents 
5 choisis parmi alkoxy et CF3, 

R3 represente l'atome d'hydrogene, un radical alkyle, alkenyle, heteroarylalkyle 
eventuellement substitue ou un radical de formule -C(Y)-NHXi, -C(0)X2 ou SO2X3 
dans laquelle 

Xi represente un radical -{CH2)pZ22 dans lequel 
10 Z 22 represente un radical aryle eventuellement substitue par un ou 

plusieurs radicaux choisis independamment parmi les radicaux fluoro, 
chloro, bromo, iodo, alkyle, alkoxy, CF3, nitro, phenoxy ; 

X2 represente le radical vinyle substitue par un phenyle, le radical phenyle 
etant lui-meme eventuellement substitue par un ou plusieurs radicaux halo, ou 
1 5 -(CH2VU-Z24 dans lequel 

Z 2 4 represente alkyle, (C3-C7)cycloalkyle, (C3-C7)heterocycloalkyle, 
6/5-phenyle, amino, mono ou di-alkylamino, ou aryle ou heteroaryle 
eventuellement substitue par un ou plusieurs radicaux choisis parmi 
alkoxy, bromo, chloro, fluoro, hydroxy, CF3, nitro, amino, mono- et 
20 di-alkylamino, pyrrolyle, 
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Y represente 1'atome d'oxyg&ne, 
ou bien R\ represente un radical de formule 




R2 represente un radical de formule -C(Y)NHXj, -C(0)X2 ou SO2X3 dans laquelle 

5 Xi represente un radical (Ci-Ci5)alkyle lineaire ou ramifie, ou-<CH2)pZ22 dans 

lequel 

Z22 represente cyclohexenyle, 6/s-phenyle, (C3-C7)cycloalkyle, 
(C3-C7)h6t6rocycloalkyle, mono- ou di-alkylamino, -C(0)-0-alkyle, ou 
aryle ou heteroaryle eventuellement substitue par un ou plusieurs 
10 radicaux choisis independamment parmi les radicaux fluoro, chloro, 

bromo, iodo, alkyle, alkoxy, alkylthio, CF 3 , OCF3, nitro, cyano, azido, 
piperidinosulfonyle, -C(0)-0-a1kyle, -C(0)-alkyle, ou phenyle, 
ou bien Z22 represente un radical de formule 
.0 



a 



X2 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, alkynyle, 
1 5 -(CH 2 )nr W-(CH 2 ) q -Z 23 ou -{CH 2 )p-U-Z 2 4 dans lequel 

W represente S0 2 , 
U represente une liaison covalente, 
Z23 represente un radical aryle ; 

Z24 represente cyclohex6nyle, 6/s-phenyle, (C3-C7)cycloalkyle 
20 eventuellement substitue par un radical aminoalkyle, ou aryle ou 

heteroaryle eventuellement substitue par un ou plusieurs radicaux choisis 
parmi fluoro, chloro, bromo, iodo, alkyle, alkoxy, -CF3, -OCF3, SCF3, 
hydroxy, -0-C(0)-alkyle, mono- ou di-alkylamino, amino 
ou Z24 represente un radical de formule 



25 
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6galement butoxy lineaire, secondaire ou tertiaire, pentyloxy. Le terme alkylthio 
inferieur designe de preference les radicaux dans lesquels le radical alkyle est tel que 
defini ci-dessus comme par exemple methylthio, ethylthio. Le terme alkylsulfonyle 
designe de preference les radicaux dans lesquels le radical alkyle est tel que defini 
5 ci-dessus. 

L'expression aryle represente un radical aromatique, constitue d'un cycle ou de cycles 
condenses, comme par exemple le radical ph6nyle ou naphtyle. L'expression 
h&6roaryIe designe un radical aromatique, constitue d'un cycle ou de cycles 
condenses, avec au moins un cycle contenant un ou plusieurs heteroatomes 
10 identiques ou difKrents choisis parmi le soufre, l'azote ou Toxygene. Comme 
exemple de radical h6teroaryle, on peut citer les radicaux thienyle, fiiryle, pyrrolyle, 
imidazolyle, pyrazolyle, isothiazolyle, thiazolyle, isoxazolyle, oxazolyle, triazolyle, 
pyridyle, pyrazinyle, pyrimidyle, quinolyle, isoquinolyle, quinoxalinyle, 
benzothienyle, benzofiiryle, indolyle, benzoxadiazoyle. 

15 Les termes mono- et di-alkylamino designent de preference les radicaux dans 
lesquels les radicaux alkyle sont tels que d^finis ci-dessus, comme par exemple 
m&hylamino, ethylamino, dimethylamino, diethylamino ou (methyl)(ethyl)amino. 

Le symbole -> * correspond au point de rattachement du radical. Lorsque le site de 
rattachement n'est pas precise sur le radical, cela signifie que le rattachement 
20 s'effectue sur un des sites disponibles de ce radical pour un tel rattachement. 

La presente invention a plus particulierement pour objet des composes de formule 
generale I telle que definie ci-dessus dans laquelle : 

R\ represente un radical (Ci-C6)alkyle lineaire ou ramifie, le radical -{CH2)m-Y-Zn 
ou -(CH 2 ) m -Z| 2 dans lequel 
25 Zn represente un (Cj-C^alkyle, 

Zn represente 6/5-phenyle, (C3-C7)cycloalkyle, (C3- 
C7)het6rocycloalkyle dventuellement substitu6, ou aryle ou heteroaryle 
eventuellement substitue par un ou plusieurs substituants choisis 
independamment parmi les radicaux fluoro, chloro, bromo, iodo, alkyle, 
30 alkoxy, 

ou bien Z12 represente 
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vii) le ou les substituant(s) que peut porter le radical aralkyle que represente R3 sont 
choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, alkyle, 
alkoxy, CF 3 , OCF 3 , OCHF 2 , SCF 3 , SCHF 2 , nitro, cyano, -C(0)0-alkyle, 
alkylsulfonyle, thiadiazolyle, ou bien les radicaux phenyle et phenoxy dont le radical 

5 phenyle est eventuellement substitue par un ou plusieurs radicaux halo. 

viii) le ou les substituant(s) que peut porter le radical heteroarylalkyle que represente 
R 3 sont choisis independamment parmi les radicaux fluoro, chloro, bromo ou nitro. 

Dans les definitions indiquees ci-dessus, l'expression halo represente le radical 
fluoro, chloro, bromo ou iodo, de preference chloro, fluoro ou bromo. L'expression 

10 alkyle (lorsqu'il n'est pas donne plus de precision), represente de preference un 
radical alkyle ayant de 1 a 6 atomes de carbone, lineaire ou ramifie, tels que les 
radicaux methyle, ethyl e, propyle, isopropyle, butyle, isobutyle, sec-butyle et 
terf-butyle, pentyle ou amyle, isopentyle, neopentyle, hexyle ou isohexyle. Parmi les 
radicaux alkyle contenant de 1 a 15 atomes de carbone, on peut citer les alkyles tels 

15 que definis ci-dessus mais egalement les radicaux heptyle, octyle, nonyle, decyle, 
dodecyle, tridecyle ou pentadecyle. 

Par alkenyle, lorsqu'il n'est pas donne plus de precision, on entend un radical alkyle 
lineaire ou ramifie comptant de 1 a 6 atomes de carbone et presentant au moins une 
insaturation (double liaison), comme par exemple vinyle, allyle, propenyle, butSnyle 
20 ou pentenyle. Par alkynyle, lorsqu'il n'est pas donne plus de precision, on entend un 
radical alkyle lineaire ou ramifie comptant de 1 a 6 atomes de carbone et presentant 
au moins une double insaturation (triple liaison) comme par exemple un radical 
ethynyle, propargyle, butynyle ou pentynyle. 

Le terme cycloalkyle designe un systeme monocyclique carbone comprenant de 3 a 
25 7 atomes de carbone, et de preference les cycles cyclopropyle, cyclobutyle, 
cyclopentyle ou cyclohexyle. L'expression heterocycloalkyle designe un cycloalkyle 
sature contenant de 2 a 7 atomes de carbones et au moins un heteroatome. Ce radical 
peut contenir plusieurs heteroatomes identiques ou differents. De preference, les 
heteroatomes sont choisis parmi l'oxygene, le soufre ou l'azote. Comme exemples 
30 d'heterocycloalkyle, on peut citer le cycle pyrrolidine, pyrrolidinone, imidazolidine, 
pyrrazolidine, isothiazolidine, thiazolidine, isoxazolidine, piperidine, piperazine ou 
morpholine. 

Les radicaux alkoxy peuvent correspondre aux radicaux alkyle indiques ci-dessus 
comme par exemple les radicaux methoxy, ethoxy, propyloxy ou isopropyloxy mais 
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ou leurs sels d'addition avec les acides mineraux ou organiques pharmaceutiquement 
acceptables, a l'exclusion des composes de formule generale I dans laquelle avec R\ 
represente le radical alkyle, alkenyle ou benzyle, R2 benzyloxy eventuellement 
substitue et R3 aralkyle. 

5 L'invention a plus particulierement pour objet les produits de formule generale I telle 
que d£finie ci-dessus, caracterisee en ce que 

i) le ou les substituant(s) que peuvent porter les radicaux aryle que repr6sentent Z\ \ et 
Zu et heteroaryle que represente Z12 sont choisis independamment parmi les 
radicaux fluofo, chloro, bromo, iodo, alkyle, alkoxy, alkylthio, -CF 3 , -OCF 3 , ph6nyle, 

10 phenoxy, aminosulfonyle ; 

ii) le ou les substituant(s) que peut porter le radical heterocycloalkyle que represente 
Z12 sont choisis independamment parmi les radicaux oxy et alkyle ; 

iii) le ou les substituant(s) que peut porter les radicaux aryle et heteroaryle que 
represente Z22 sont choisis independamment parmi les radicaux fluoro, chloro, 

15 bromo, iodo, alkyle, alkenyle, alkoxy, alkylthio, CF 3 , OCF 3 , nitro, cyano, azido, 
aminosulfonyle, piperidinosutfonyle, mono- ou di-alkylamino, -C(0)-0-alkyle, 
-C(0)-alkyle, ou phenyle, phenoxy, phenylthio, benzyloxy, le radical ph£nyle 
pouvant etre substitue ; 

iv) le ou les substituant(s) que peut porter les radicaux aryle que represented Z23 et 
20 Z 2 4, cycloalkyle et heteroaryle que represente Z 2 4 sont choisis independamment 

parmi les radicaux fluoro, chloro, bromo, iodo, alkyle, alkoxy, alkylthio, CF 3 , OCF 3 , 
OCHF2, SCF 3 , nitro, cyano, azido, hydroxy, -C(0)0-alkyle, -0-C(0)-alkyle, -NH- 
C(0)-alkyle, alkylsulfonyle, mono- ou di-alkylamino, amino, aminoalkyle, pyrrolyle, 
pyrrolydinyle ou bien les radicaux ph6nyle, phenoxy, phdnylthio, benzyle, 
25 benzyloxy dont le radical aryle est eventuellement substitue par un ou plusieurs 
radicaux alkyle, CF3 ou halo ; 

v) le ou les substituant(s) que peut porter les radicaux aryle et heteroaryle que 
represente Z25 sont choisis independamment parmi les radicaux fluoro, chloro, 
bromo, iodo, alkyle, alkoxy, CF 3 , OCF 3 , nitro, cyano, -NH-C(0)-alkyle, 

30 alkylsulfonyle, amino, mono- et di-alkylamino, ph6nyle, pyridino ; 

vi) le substituant que peut porter le radical alkyle que represente R 3 est le radical 
cyano. 
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ou le groupe protecteur (GP) represente H ou le fert-butyloxycarbonyle ; 

X3 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, alkenyle eventuellement 
substitue par un radical phenyle (le radical phenyle etant lui-meme eventuellement 
5 substitue), CF 3 , ou -(CH 2 )pZ25 dans lequel 

Z25 represente aryle ou heteroaryle eventuellement substitue, 
ou bien X3 represente un radical de formule 
N 

;o,s] 

eventuellement substitue parun ou plusieurs radicaux halo 

N 

identiques ou differents ; 
Y represente un atome d*oxygene ou de soufre ; 
10 . W represente un atome d'oxygene, de soufre ou S0 2 ; 

U represente une liaison covalente ou Fatome d'oxygene ; 
n est un entier de 0 a 4 ; 
m est un entier de 1 a 6 ; 




15 



p est un entier de 0 a 6 ; 
q est un entier de 0 a 2, 
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Z24 represente alkyle, cyclohexenyle, 6/s-phenyle, (C3-C7)cycloalkyle 
eventuellement substitue, (C3-C7)h6terocycloalkyle, cyano, amino, mono 
ou di-alkylamino, ou aryle ou het6roaryle eventuellement substitue, 
ou Z 2 4 represente un radical de formule 




ckx 0 ay 



ou bien X2 represente un radical represente ci-dessous : 
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ou bien R\ represente un radical de formule 




R 2 represente un radical de formule --C(Y)NHX 1> -C(0)X 2 ou SO2X3 ; 

R3 represente l'atome d'hydrogene, un radical alkyle eventuellement substitue, 
alkenyle, alkynyle, aralkyle eventuellement susbtituS, heteroarylalkyle 
5 eventuellement substitue, ou un radical de formule -C(Y)-NHXi, -(CH2) n -C(0)X2, 
S0 2 X 3 ou 




Xi represente un radical (Ci-C]5)alkyle lineaire ou ramifie, alkenyle, alkynyle, 
-(CH 2 ) m -Y-Z 2 i ou^CH 2 )pZ 2 2 dans lequel 
10 Z 2 i represente un (C 1 -CsJalky le 

Z22 represente cyclohexenyle, indanyle, fe/5-phenyle, (C3-C7)cycloalkyle, 

(C3-C7)heterocycloalkyle, mono- ou di-alkylamino s -C(0)-0-alkyle, ou 

aryle ou heteroaryle eventuellement substitue, 

ou Z22 represente un radical de formule 

a) 00 

15 X 2 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, alkenyle eventuellement 
substitue par un radical phenyle (le radical phenyle 6tant lui-meme eventuellement 
substitue), alkynyle, ou un radical de formule -(CH 2 ) m -W-(CH2) q -Z23 ou - 
(CH2VU-Z24 dans lequel 

Z23 represente un (Ci-C6)alkyle ou aryle eventuellement substitu6 ; 



WO 01/44191 



PCT/FR00/03497 



-3- 



maladie polykystique des ovaires, les pseudokystes pancreatiques et ascites, la 
leucemie, le meningiome, la cachexie cancereuse, Finhibition des H pylori, le 
psoriasis ainsi que la maladie d' Alzheimer. On peut egalement citer 1'osteoporose. 

Les deposants ont trouve que les composes de formule generate decrits ci-apres 
5 presentaient une affinite et une selectivite pour les rScepteurs de la somatostatine. 
Comme la somatostatine et ses analogues peptidiques ont souvent une mauvaise 
biodisponibilite par voie orale et une faible selectivite (Robinson, C, Drugs of the 
Future, 1994, 19, 992; Reubi, J.C. et al., TIPS, 1995, 16, 110), lesdits composes, 
agonistes ou antagonistes non-peptidiques de la somatostatine, peuvent etre 
10 avantageusement utilises pour traiter les etats pathologiques ou les maladies tels que 
pr6sent6s ci-dessus et dans lesquels un (ou plusieurs) des r^cepteurs de la 
somatostatine est (sont) imp1iqu6(s). De manure pr6ferentielle, lesdits composes 
peuvent etre utilises pour le traitement de Tacromegalie, des adenomes 
hypophysaires ou des tumeurs gastroenteropancreatiques endocriniennes dont le 
1 5 syndrome carcinoids 

La presente invention a done pour objet des composes de formule g6n6rale 



sous forme racemique, tfenantiomere ou toutes combinaisons de ces formes, dans 
laquelle : 

Rj represente un radical (Ci-Ci6)alkyle lin^aire ou rami fie, alkenyle, alkynyle, 
20 -(CH 2 ) m -Y-Z, i ou -(CH 2 ) m -Zi2 dans lequel 

Zii represente un (Ci-C6)alkyle ou aryle eventuellement substitue, 




I 



25 



Z| 2 represente cyano, cyclohexenyle, 6/s-phenyle, (C3-C7>cycloalkyle, 
(C3-C7)heterocycloalkyle eventuellement substitue, aryle eventuellement 
substitud ou heteroaryle 6ventuellement substitu6, 
ou bien Z\ 2 represente un radical de formule 
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tumeurs gastrointestinales secretrices ; le traitement du cancer comme les 
hepatomes ; l'inhibition de l'angiogenese, le traitement des desordres inflammatoires 
comme 1'arthrite ; le rejet chronique des allogreffes ; l'angioplastie ; la prevention des 
saignements des vaisseaux greffes et des saignements gastrointestinaux. Les 
5 agonistes de la somatostatine peuvent aussi etre utilises pour diminuer le poids d'un 
patient. 

Parmi les desordres pathologiques associes a la somatostatine (Moreau J.P. et al., 
Life Sciences, 1987, 40, 419 ; Harris A.G. et al., The European Journal of Medicine, 
1993, 2, 97-105), on peut done citer par exemple : l'acromegalie, les ad6nomes 

10 hypophysaires, la maladie de Cushing, les gonadotrophinomes et les prolactinomes, 
les effets secondaires cataboliques des glucocorticoi'des, le diabete 
insulinodependant, la retinopathie diabetique, la nephropathie diabetique, 
lliyperthyroidie, le gigantisme, les tumeurs gastroenteropancreatiques 
endocriniennes dont le syndrome carcinol'de, le VIPome, l'insulinome, la 

15 nesidioblastose, Phyperinsulinemie, le glucagonome, le gastrinome et le syndrome 
de Zollinger-Ellison, le GRFome ainsi que le saignement aigu des varices 
oesophagiennes, le reflux gastrooesophagien, le reflux gastroduodenal, la pancreatite, 
les fistules enterocutanees et pancreatiques mais aussi les diarrhees, les diarrhees 
r6fractaires du syndrome d'immunodepression acquise, la diarrhee chronique 

20 secretaire, la diarrhee associee avec le syndrome de Pintestin irrit6, les troubles lies 
au peptide liberateur de gastrine, les pathologies secondaires aux greffes intestinales, 
Phypertension portale ainsi que les hemorragies des varices chez des malades avec 
cirrhose, rhemorragie gastro-intestinale, Themorragie de Tulcere gastroduodenale, la 
maladie de Crohn, les scleroses systemiques, le dumping syndrome, le syndrome du 

25 petit intestin, Phypotension, la sclerodermic et le carcinome thyroidien medullaire, 
les maladies liees a 1'hyperproliferation cellulaire comme les cancers et plus 
particulierement le cancer du sein, le cancer de la prostate, le cancer thyroidien ainsi 
que le cancer pancreatique et le cancer colorectal, les fibroses et plus 
particulierement la fibrose du rein, la fibrose du foie, la fibrose du poumon, la fibrose 

30 de la peau, egalement la fibrose du systfeme nerveux central ainsi que celle du nez et 
la fibrose induite par la chimiotherapie, et d'autres domaines therapeutiques comme, 
par exemple, les cephalees y compris les cephalees associees aux tumeurs 
hypophysaires, les douleurs, les acces de panique, la chimiotherapie, la cicatrisation 
des plaies, l'insuffisance renale resultant d'un retard de croissance, Tobesite et retard 

35 de croissance lie a Pobesite, le retard de croissance uterin, la dysplasie du squelette, 
le syndrome de Noonan, le syndrome d'apnee du sommeil, la maladie de Graves, la 
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Derives de 4-aminopiperidine 
et leur utilisation en tant que medicament 

La presente demande a pour objet de nouveaux derives de 4-aminopiperidines et 
leurs procedes de preparation par des methodes de synthese en parallele en phase 
liquide et solide. Ces produits ayant une bonne affinite avec certains sous-types de 
recepteurs de la somatostatine, ils sont particulierement interessants pour traiter les 
5 etats pathologiques ou les maladies dans lesquels un (ou plusieurs) des recepteurs de 
la somatostatine est (sont) implique(s). 

La somatostatine (SST) est un t£tradecapeptide cyclique qui a ete isole pour la 
premiere fois de l'hypothalamus en tant que substance inhibitrice de l'hormone de 
croissance (Brazeau P. et al., Science 1973, 179, 77-79). Elle intervient egalement en 
10 tant que neurotransmetteur dans le cerveau (Reisine T. et al., Neuroscience 1995, 67, 
777-790 ; Reisine et al, Endocrinology 1995, 16, 427-442). Le clonage moleculaire a 
permis de montrer que la bioactivite de la somatostatine depend directement d'une 
famille de cinq recepteurs lies a la membrane. 

L'heterogeneite des fonctions biologiques de la somatostatine a conduit a des Etudes 

15 pour essayer d'identifier les relations structure-activite des analogues peptidiques sur 
les recepteurs de la somatostatine, ce qui a amene la decouverte de 5 sous-types de 
recepteurs (Yamada et al., Proc. Natl. Acad. Sci. U.S.A, 89, 251-255, 1992 ; Raynor, 
K. et al, Mol Pharmacol., 44, 385-392, 1993). Les roles fonctionnels de ces 
recepteurs sont actuellement activement etudies. Les affmites avec les difftrents 

20 sous-types de recepteurs de la somatostatine ont ete associes au traitement des 
desordres / maladies suivants. L'activation des sous-types 2 et 5 a ete associee a la 
suppression de l'hormone de croissance (GH) et plus particulierement a celle des 
adenomes secretant GH (acromegalic) et de ceux secr&ant l'hormone TSH. 
L'activation du sous-type 2 mais pas du sous-type 5 a ete associ6e au traitement des 

25 adenomes secretant la prolactine. D'autres indications associees avec l'activation des 
sous-types de recepteurs de la somatostatine sont la restenose, l'inhibition de la 
s6cr6tion d'insuline et/ou de glucagon et en particulier le diabete mellitus, 
Thyperlipidemie, l'insensiblite a l'insuline, le Syndrome X, 1'angiopathie, la 
retinopathie proliferative, le phenomene de Dawn et la nephropathie ; l'inhibition de 

30 la secretion d'acide gastrique et en particulier les ulceres peptiques, les fistules 
enterocutanees et pancreaticocutan6es, le syndrome du colon irritable, le syndrome 
de Dumping, le syndrome des diarrh6es aqueuses, les diarrhees relives au SIDA, les 
diarrhees induites par la chimioth£rapie, la pancr6atite aigug ou chronique et les 
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(57) Abstract: The invention concerns novel 4-aminopiperidine derivatives 
of formula (I) wherein: R b R 2 and R 3 represent various variable groups, 
their preparation methods by parallel synthesis processes in liquid and solid 
phase. Said products have good affinity with certain sub-types of somatostatin 
receptors, and they are particularly useful for treating pathological conditions 
or diseases wherein one (or several) somatostatin receptor(s) is/are involved. 



(57) Abrege: La presentc demande a pour objel de nouveaux derives de 
4-aminopipcridincs de formulc (I) dans laqucllc R ls R 2 et R 3 rcprcscntcnt divers 
groupes variables, leurs procedes de preparation par des methodes de synthese en parallele en phase liquide et solide. Ces produits 
ayant une bonne affinite avec certains sous-types de recepteurs de la somatostatine, ils sont particulierement interessants pour traiter 
les etats pathologiques ou les maladies dans lesquels un (ou plusieurs) des recepteurs de la somatostatine est (sont) implique(s). 
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♦Claims 87-88 relate to methods of treatment of the human or animal 
body by surgery or by therapy/diagnostic methods practised on the 
human or animal body/ Rule. 39.1. (iv) . 

Nevertheless, a search has been executed for these (this) claim (s) . 
The search has been based on the alleged effects of the 
compound (s) /composition (s) . 



**Present claims 1-58 and 69-88 relate to an extremely large number 
of possible compounds. In fact, the claims contains so many options, 
variables and possible permutations that a lack of clarity and 
conciseness within the meaning of Article 6 PCT arises to such an 
extent as to render a meaningful search of the claims impossible. 

Consequently, a limited search has been carried out on the basis of 
claims 59-68. 

Claim 5 (when A = -NR7-CH2-) and claim 9 (A = -NH-CH2-) do not seem 
to be depending on claim 1. 
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Box I 


Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 


This international search report has not been established in respect of certain claims under Article 17(2Xa) for the following reasons: 


1. 




Claims Nos.: 87-88 

because they relate to subject matter not required to be searched by this Authority, namely: 
See extra sheet* 


2. 




Claims Nos.: 1-58 , 69-88 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 

See extra sheet** 


3. 


□ 


Claims Nos.: 

because they are dependent claims and arc not drafted in accordance with the second and third sentences of Rule 6.4(a).: 


Box 11 


Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 


This International Searching Authority found multiple inventions in this international application, as follows: 


1. 


□ 


As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchable claims. 


2. 


□ 


As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 


3. 


□ 


As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos.: 


4. 


□ 


No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 


Remark 


on Protest Q The additional search fees were accompanied by the applicant's protest. 






| [ No protest accompanied the payment of additional search fees. 
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the priority date claimed 
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81. Use according to claim 80 for the preparation of a medicament for the delaying or 
prevention of the progression from IGT to Type 2 diabetes. 

82. Use according to claim 80 for the preparation of a medicament for the delaying or 

5 prevention of the progression from non-insulin requiring Type 2 diabetes to insulin requiring 
Type 2 diabetes. 

83. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of Type 1 diabetes. 

10 

84. Use according to any one of the claims 75 to 83 in a regimen which additionally com- 
prises treatment with another antidiabetic agent. 

85. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
1 5 medicament for the treatment and/or prevention of obesity. 

86. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of obesity in a regimen which additionally 
comprises treatment with another antiobesity agent. 

20 

87. A method for the treatment and/or prevention of disorders or diseases mediated by a glu- 
cagon antagonistic action, the method comprising administering to a subject in need thereof 
an effective amount of a compound according to any one of the claims 1 to 71 or a pharma- 
ceutical composition according to claim 73 or 74. 

25 

88. The method according to claim 87, wherein the effective amount of the compound is in 
the range of from about 0.05 mg to about 2000 mg, preferably from about 0.1 mg to about 
1000 mg and especially preferred from about 0.5 mg to about 500 mg per day. 



30 
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71. A compound according to any one of the preceding claims, which is an agent useful for 
the treatment and/or prevention of an indication selected from the group consisting of hyper- 
glycemia, IGT, Type 2 diabetes, Type 1 diabetes and obesity. 

5 72. A compound according to any one of the claims 1 to 71 for use as a medicament. 

73. A pharmaceutical composition comprising, as an active ingredient, at least one com- 
pound according to any one of the claims 1 to 71 together with one or more pharmaceutical^ 
acceptable carriers or excipients. 

10 

74. A pharmaceutical composition according to claim 73 in unit dosage form, comprising from 
about 0.05 mg to about 1000 mg, preferably from about 0.1 mg to about 500 mg and espe- 
cially preferred from about 0.5 mg to about 200 mg of the compound according to any one of 
the claims 1 to 71. 

15 

75. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of disorders or diseases, wherein a gluca- 
gon antagonistic action is beneficial. 

20 76. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of glucagon-mediated disorders and dis- 
eases. 

77. Use of a compound according to any one of the claims 1 to 71 for the manufacture of a 
25 medicament for the treatment and/or prevention of hyperglycemia. 

78. Use of a compound according to any one of the claims 1 to 71 for the manufacture of a 
medicament for lowering blood glucose in a mammal. 

30 79. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of IGT. 

80. Use of a compound according to any one of the claims 1 to 71 for the preparation of a 
medicament for the treatment and/or prevention of Type 2 diabetes. 

35 
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66. A compound according to claim 1 of the general formula (l a ): 



HN 




(•a) 



5 wherein R 48 , R 47 , R\ E, X and D are as defined in claiml or in any one of the preceding 
claims. 

67. A compound according to claim 1 of the general formula (l 9 ): 



wherein R 46 , R 47 , R\ E, X and D are as defined in claim 1 or in any one of the preceding 
claims. 

15 68. A compound according to anyone of the claims 59 to 61 or 63 to 67, wherein R 46 and R 47 
are both hydrogen. 

69. A compound according to any one of the preceding claims, which has an IC 5 o value of no 
greater than 5 nM as determined by the Glucagon Binding Assay (I), Glucagon Binding 

20 Assay (II) or Glucagon Binding Assay (III) disclosed herein. 

70. A compound according to claim 69 characterized by having a glucagon antagonistic ac- 
tivity as determined by the Glucagon Binding Assay (I), Glucagon Binding Assay (II) or Glu- 
cagon Binding Assay (III) disclosed herein corresponding to an IC 50 value of less than 1 yiM, 

25 preferably of less than 500 nM and even more preferred of less than 100 nM. 



10 
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63. A compound according to claim 1 of the general formula (l 5 ): 



-*46 



HO' 



.47 




E 



R 1 



5 wherein R 46 , R 47 , R 1 , E, X and D are as defined in claim 1 or in any one of the preceding 
claims. 

64. A compound according to claim 1 of the general formula (l 6 ): 



10 




(W 



wherein R 46 , R 47 t R 1 , E, X and D are as defined in claim 1 or in any one of the preceding 
claims. 

15 65. A compound according to claim 1 of the general formula (l 7 ): 




07> 



wherein R 48 , R 47 , R 1 , E, X and D are as defined in claim 1 or in any one of the preceding 
20 claims. 
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60. A compound according to claim 1 of the general formula (l 2 ): 




d 2 ) 



5 wherein V, A, R 48 , R 47 , R 1 , E, X and D are as defined in claim 1 or in any one of the preced- 
ing claims. 

61. A compound according to claim 1 of the general formula (l 3 ): 



10 




(U) 



wherein V, A, R 46 , R 47 , R 1 ,E f X and D are as defined in claim 1 or in any one of the preced- 
ing claims. 

15 62. A compound according to claim 1 of the general formula (l 4 ): 



E 
I 

X 



(U) 



R 1 



20 



wherein V is -C(0)OR 2 , -C(0)NR 2 R 3 or -C(0)NR 2 OR 3 , and R 1 , R 2 , R 3 , E, X and D are as de- 
fined in claim 1 or in any one of the preceding claims. 




wherein V, A, R 46 , R 47 , R\ E, X and D are as defined in claim 1 or in any one of the preced- 
ing claims. 

15 
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53. A compound according to claim 46, wherein E is 




5 wherein R 25 , R 26 and R 27 are as defined in claim 1 . 
54. A compound according to claim 53, wherein E is 




10 

wherein R 25 , R 26 and R 27 are as defined in claim 1. 

55. A compound according to claim 53 or 54, wherein R 25 , R 26 and R 27 independently are se- 
lected from hydrogen, halogen, C^-alkyl, d^-alkoxy, C^-cycloalkyl, C 4 ^-cycloalkenyl, -CF 3 , 

15 -OCF 3 or -NR 42 R 43 , wherein R 42 and R 43 are as defined in claim 1 . 

56. A compound according to claim 55, wherein E is 



R 23 




20 

wherein R 25 is -OCF 3f -CF 3 , C^-alkyl such as fert-butyl, piperidyl, C 3 ^-cycloalkyl such as 
cyclohexyl or C^-cycloalkenyl such as cyclohexenyl. 
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48. A compound according to claim 47, wherein R 34 and R 35 are both C^-alkyl. 

49. A compound according to claim 45, wherein E is 



R 24 




wherein R 23 and R 24 are as defined in claim 1. 

50. A compound according to claim 49, wherein E is 

10 




wherein R 23 and R 24 are as defined in claim 1. 

15 51 . A compound according to claim 49 or 50, wherein R 23 and R 24 independently are selected 
from hydrogen, C^-alkyl, C 3 -8-cycloalkyl, C^-cycloalkylidene, phenoxy, phenyl, 
-C(0)NR 36 R 37 and -OC(0)NH-phenyl, of which the phenyl moiety optionally may be substi- 
tuted with -OCF 3 , wherein R 36 and R 37 are as defined in claim 1 , or R 23 and R 24 together form 
the radical -(CH 2 ) r CR 40 R 41 -(CH 2 ) r , -O-(CH 2 ) r CR 40 R 41 -(CH 2 ) r O-, -S-(CH 2 ) r CR 40 R 41 -(CH 2 ) r S-, 

20 wherein t, I, R 40 and R 41 are as defined in claim 1. 

52. A compound according to claim 51, wherein R 23 is hydrogen and R 24 is Ci^-alkyl such as 
tert-butyl or C3_6-cycloalkyl such as cyclohexyl, wherein R 23 and R 24 are both C^-alkyl or 
wherein R 23 and R 24 together form the radical -(CH 2 ) 5 -. 



25 
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45. A compound according to claim 44, wherein E is 




wherein p, R 23 , R 24 , R 25 , R 26 , R 27 , R 26 , R 29 , R 30 , R 34 and R 35 are as defined in claim 1. 
46. A compound according to claim 45, wherein E is 




or 



wherein R 23 , R 24 , R 25 , R 26 , R 27 , R 34 and R 35 are as defined in claim 1. 

47. A compound according to claim 46, wherein R 34 and R 35 independently are C^-alkyl, hy- 
drogen or C^-alkoxy. 
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wherein 

m, p and R 23 to R 35 are as defined in claim 1. 
5 44. A compound according to claim 43, wherein E is 




wherein m, p and R to R 35 are as defined in claim 1 . 
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43. A compound according to any one of the preceding claims, wherein E is 




5 
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40. A compound according to claim 30, wherein R 16 is hydrogen, R 17 is -OCF 3 and R 18 is 
-S(0) 2 CH 3 , -CH 2 0-tri-Ci^-alkylsilyl r benzoxazolyl or -CH 2 OH. 

41. A compound according to claim 30, wherein R 16 is hydrogen, R 17 is C^-alkyl and R 18 is 
5 -S(0) 2 NR 21 R 22 , wherein R 21 is C^-alkyl and R 22 is phenyl. 

42. A compound according to claim 30, wherein R 16 , R 17 and R 18 are selected from hydrogen, 
-OCF 3 , -CF 3 , -Br, -F and -CI. 
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phenoxy, phenyl, benzyl, furanyl, tetrazolyl, benzoxazolyl or oxadiazolyl, of which the ring sys- 
tems optionally may be substituted with halogen, -C(0)OR 21 or C^-alkyl, wherein R 21 is hy- 
drogen or Ci-e-alkyl, or 

5 

wherein R 16 and R 17 in adjacent positions form the radical -CF 2 -0-CF 2 -0- or -0-CF 2 -CF 2 -0-, 
and R 18 is hydrogen. 

33. A compound according to claim 32, wherein R 16 , R 17 and R 18 independently are hydro- 
10 gen, halogen, -CN, -N0 2 , -CF 3 , -OCF 3 , -SCF 3 , Cve-alkyl, C^-alkoxy, -S-CWalkyl, 

-C(0)OC^-alkyl, -S(0) 2 C^-alkyl , -S(0) 2 CF 3l -C(0)N(C 1 ^alkyl)(C lJ6 -alkyl), 
-S(0) 2 N(phenyl)(Ci^-alkyl), -C(=0)C^-alkyl, -CH 2 OH, -CH 2 0(tri-C^-alkylsilyl), 2,3-dihydro- 
indol-1-ylsulfonyl, phenoxy, phenyl, 4-chlorophenyl, 1,3,5-trimethylbenzyl, benzoxazolyl, 2- 
methyltetrazol-5-yl, 2-methyl-3-methoxycarbonylfuran-5-yl or 3-isopropyl-[1,2,4]oxadiazol-5- 
15 yl). 

34. A compound according to any one of the claims 30 to 33, wherein one of R 16 to R 18 is hy- 
drogen. 

20 35. A compound according to any one of the claims 30 to 33, wherein two of R 16 to R 18 are 
hydrogen. 

36. A compound according to claim 30, wherein R 16 and R 17 are both hydrogen and R 18 is 
-OCF 3 , -SCF 3 -CF 3 , -S(0) 2 CH 3| phenyl, halogen, C^-alkyl, nitro, -S-C^-alkyl or 

25 -S(0) 2 NR 21 R 22 , wherein R 21 is C^-alkyl and R 22 is phenyl. 

37. A compound according to claim 30, wherein R 16 and R 17 are both hydrogen and R 18 is 
-OCF 3 or halogen. 

30 38. A compound according to claim 30, wherein R 16 is hydrogen and R 17 and R 18 are both 
halogen or are both -CF 3 . 



35 



39. A compound according to claim 30, wherein R 16 is hydrogen, R 17 is -CF 3 and R 18 is halo- 
gen, -CN, C^-alkoxy or -OCF 3 . 
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phenoxy, phenoxycarbonyl, phenyl, phenyl-C^-alkoxy, phenyl-C^-alkyl, furanyl, tetrazolyl, 
benzoxazolyl or oxadiazolyl, of which the ring systems optionally may be substituted with 
halogen, -CN, -CF 3 , -OCF 3 , -N0 2l -C(0)OR 21 , -OR 21 , -NR 21 R 22 or C^-alkyl, wherein R 21 and 
5 R 22 independently are hydrogen or C 1j6 -alkyl, or 

wherein R 16 and R 17 in adjacent positions form the radical -0-CH 2 -0-, -CF 2 -0-CF 2 -0- or 
-0-CF 2 -CF 2 -0-, and R 18 is hydrogen. 

10 31. A compound according to claim 30, wherein R 16 , R 17 and R 18 independently are 

hydrogen, halogen, -CN, -N0 2 , -CF 3 , -OCF 3f -SCF 3 , C^-alkyl, C^-alkyl substituted with hy- 
droxy, C^-alkyl substituted with -S(0) 2 R 21 , C^-alkoxy, -S-Ce-alkyl, -C(0)OR 21 , -C(0)R 21 , 
-CH 2 (0)R 21 , -C(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , -S(0) 2 CF 3 , -S(0) 2 NR 21 R 22 , C^-cyclo- 
1 5 alkyl-Ci-e-alkoxy, C^-cycloalkyl-C^-alkylthio or C 3 ^-cycloalkylthio, 

wherein R 21 and R 22 independently are hydrogen, Ci^-alkyl, tri-d^-alkylsilyl, C^-cycloalkyl, 
Cs-a-cycloalkyl-CWalkyl, phenyl or 2,3-dihydroindolyl, or R 21 and R 22 together with the nitro- 
gen atom to which they are attached form a piperidine ring, 

20 

phenoxy, phenyl, benzyl, furanyl, tetrazolyl, benzoxazolyl or oxadiazolyl, of which the ring sys- 
tems optionally may be substituted with halogen, -C(0)OR 21 or C^-alkyl, wherein R 21 is hy- 
drogen or C^-alkyl, or 

25 wherein R 16 and R 17 in adjacent positions form the radical -CF 2 -0-CF 2 -0- or -0-CF 2 -CF 2 -O, 
and R 18 is hydrogen. 

32. A compound according to claim 31, wherein R 16 , R 17 and R 18 independently are 

30 hydrogen, halogen, -CN, -N0 2l -CF 3l -OCF 3 , -SCF 3 , C^-alkyl, C^-alkyl substituted with hy- 
droxy, C^-alkoxy, -S-C^-alkyl, -C(0)OR 21 , -C(0)R 21 , -CH 2 (0)R 2 \ -C(0)NR 21 R 22 , -S(0) 2 R 21 , 
-(0) 2 CF 3 or -SfO^NR^R 22 , 

wherein R 21 and R 22 independently are hydrogen, d^-alky!, tri-Ci^-alkylsilyl, phenyl or 
35 2,3-dihydroindolyl, 
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25. A compound according to claim 24, wherein R 16 and R 17 are both hydrogen and R 20 is 
C^-alkyl or C^-cycloalkyl-C^-alkyl. 

5 26. A compound according to claim 24 or 25, wherein R 20 is cyclopropylmethyl, butyl or iso- 
propyl. 

27. A compound according to claim 26, wherein R 20 is isopropyl. 
10 28. A compound according to claim 23, wherein D is 

s r18 o Rl6 

J&R" or jQ R « 

wherein R 16 and R 17 are as defined in claim 1. 

15 

29. A compound according to claim 23, wherein D is 




20 wherein R 16 , R 17 and R 18 are as defined in claim 1. 

30. A compound according to any one of the claims 22, 23, 28 or 29, wherein R 18 , R 17 and 
R 18 independently are 

25 hydrogen, halogen, -CN, -N0 2 , -CF 3 , -OCF 3 , hydroxy, -SCF 3 , C^-alkyl, C^-alkyl substituted 
with hydroxy, C^-alkyl substituted with -S(0) 2 R 2 \ C^-alkoxy, -S-C^-alkyl, -C(0)OR 2 \ 
-C(0)R 21 , -CH 2 (0)R 21 , -CfOJNR^R 22 , -S(0)R 21 , -S(0) 2 R 2 \ -S(0) 2 CF 3 , -SfO^NR^R 22 , 
C^-cycloalkyl, C^-cycloalkyl-d^-alkoxy, C^-cycloalkyl-d-e-alkylthio or C^-cycloalkylthio, 

30 wherein R 21 and R 22 independently are hydrogen, C^-alkyl, tri-C^-alkylsilyl, C 3 ^-cycloalkyl, 
C^-cycloalkyl-d^-alkyl, phenyl, phenyl-C^-alkyl, 2,3-dihydroindolyl or isoindolyl, or R 21 and 
R 22 together with the nitrogen atom to which they are attached form a piperidine ring, 
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22. A compound according to any one of the claims 1 to 21 , wherein D is 




wherein R 16 , R 17 , R 18 , R 19 and R 20 are as defined in claim 1. 
23. A compound according to claim 22, wherein D is 




wherein R 16 , R 17 , R 18 and R 20 are as defined in claim 1 . 
24. A compound according to claim 23, wherein D is 




wherein R 16 , R 17 and R 20 are as defined in claim 1. 
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17. A compound according to claim 16, wherein X is 



O 0 0 

-L(CH 2 ) S — , — L C=C- , -^-(CH,)— N— (CH 2 )— 



-^C^)— N— "—(CH,)- , _JJ_ (C H 2 )_N-(CH 2 )— O- . 



-(CH 2 )— , -U-(CH 2 )— N lL 0-(CH 2 )— , N— (CH 2 )- 



JS — (CR 13 H) r — 0-(CH 2 )- , L 0-(CH 2 ) s or 



-N-(CR 13 R 14 ) f — 



5 wherein q is 0 or 1 , r is 0 or 1 , s is 0, 1 or 2, and R 13 is hydrogen or C^-alkyl. 

18. A compound according to claim 17, wherein X is -0(O)NH-, -C(0)NHCH 2 -, 
-C(0)NHCH(CH 3 )-, -C(0)NHCH 2 CH 2 -, -C(0)CH 2 -, -C(0)CH=CH-, -(CH 2 ) S -, -C(O)-, -0(O)O- 
or -NHC(O)-, wherein s is 0 or 1. 

10 

19. A compound according to claim 18, wherein X is -C(0)NH-, -C(0)NHCH 2 -, 
-C(0)NHCH(CH 3 )-, -C(0)NHCH 2 CH 2 -, -C(0)CH 2 -, -CH 2 -, -C(O)- or -NHC(O)-. 

20. A compound according to claim 19, wherein X is -C(0)NH-. 

15 

21. A compound according to claim 19, wherein X is -C(O)NHCH(0H 3 )-. 
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1 6. A compound according to any one of the claims 1 to 1 5, wherein X is 



O O 

^-(CH^— N— U -0-(CR 13 R ,4 ) r -(CH 2 )- _ (C H 2 )-(CR 1d R 14 ) r (CH 2 )- 
R 12 



O 0 0 

-N-L(CR 13 R 14 ) r -(CH 2 ) r O- . _lL ( cR 13 R ,4 ) r -(CH 2 ) s , ^-(CH 2 ) q -^-(CH 2 )- 
R 12 



9 f o R 12 o 

-^(Chy— N— (CH 2 )— , -JJ- (C H 2 ) — N- JL (CR ,3 R 14 )— (CH 2 )- . 



O O O 

-N-U-fCH,)— , — iL -0-(CR 13 R ,4 )-(CH 2 ) s - , -^(CH.,)— S— (CH 2 ),— 
R 12 

O ft 
-^N-iCR^riW,)- , -^CH 2 )-(CR 13 R 14 )-0-(CH 2 )- or 

R 12 

O R 12 
-"-(CH,)— N— (CH 2 ) s -0- t 

5 wherein q, r, s, R 12 , R 13 and R 14 are as defined in claim 1. 
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9. A compound according to claim 5, wherein A is 

— n — CH 2 — 
h 2 

5 

10. A compound according to any one of the claims 1 to 9, wherein Y is -C(O)-. 

1 1 . A compound according to any one of the claims 1 to 9, wherein Y is a valence bond. 
10 12. A compound according to any one of the claims 1 to 11, wherein Z is 




wherein R 46 and R 47 are as defined in claim 1 . 

15 

13. A compound according to claim 12, wherein Z is 




20 



14. A compound according to any one of the claims 1 

15. A compound according to any one of the claims 1 



to 13, wherein R 1 is hydrogen, 
to 13, wherein R 1 is methyl. 
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R 34 and R 35 when attached to a nitrogen atom together with the said nitrogen atom may form 
a 3 to 8 membered heterocyclic ring optionally containing one or two further heteroatoms se- 
lected from nitrogen, oxygen or sulfur, and optionally containing one or two double bonds, 

5 as well as any optical or geometric isomer or tautomeric form thereof including mixtures of 
these or a pharmaceutically acceptable salt thereof. 

2. A compound according to claim 1, wherein V is -C(0)OH, -S(0) 2 OH, -C(0)NHOH or 5- 
tetrazolyl. 

10 

3. A compound according to claim 2, wherein V is ~C(0)OH. 

4. A compound according to claim 2, wherein V is 5-tetrazolyl. 

15 5. A compound according to any one of the claims 1 to 4, wherein A is 



— nr— ch 2 — 

wherein R 7 is as defined in claim 1. 

20 

6. A compound according to claim 5, wherein A is 

— (CH 2 ) 2 -fl 

25 7. A compound according to claim 5, wherein A is 



— CH — NR— , 



— (CH 2 )-NR 7 — , — NR 7 — , (CH 2 ) 3 — 




or 



— CH — w— 



30 



8. A compound according to claim 5, wherein A is 

— N— 
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-S-(CH 2 ) r CR 40 R 41 -(CH 2 ) r S-, 
wherein 

5 t and I independently are 0, 1 , 2, 3, 4 or 5, 

R 40 and R 41 independently are hydrogen or C^-alkyl, 

R 25 to R 30 independently are hydrogen, halogen, -CN, -CF 3 , -N0 2 , -OR 42 , -NR 42 R 43 , C^-alkyl, 
10 C^-cycloalkyl or C 4 ^-cycloalkenyl, 

wherein R 42 and R 43 independently are hydrogen or C^-alkyl, or 

R 42 and R 43 when attached to the same nitrogen atom together with the said nitrogen atom 
15 may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

R 31 , R 32 and R 33 independently are hydrogen or C^-alkyl, 

20 

R 34 and R 35 independently are 

• hydrogen, C^-alkyl, C^-alkoxy, C^-alkanoyl, -CfOJNR^R 45 or -S(0) 2 R 45 , 

25 • aryl, aroyl, aryl-Ci.e-alkoxy, aryl-C^-alkanoyl or aryl-C^-alkyl, 

of which the aryl moieties optionally may be substituted with one or more sub- 
stituents selected from halogen, -CN, -CF 3 , -OCF 3 , -OR 44 , -NR^R 45 and C^-alkyl, 

30 wherein R 44 and R 45 independently are hydrogen or C^-alkyl, or 

R 34 and R 35 when attached to a carbon atom together with the said carbon atom may form a 
3 to 8 membered cyclic ring optionally containing one or two heteroatoms selected from ni- 
trogen, oxygen or sulfur, and optionally containing one or two double bonds, or 

35 
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• aryl, aryloxy, aroyl, aryl-C^-alkoxy, aryl-C^-alkyl, aryl-C^-alkenyl, aryl-CWalkynyl, het- 
eroaryl, heteroaryl-C^-alkyl, heteroaryl-CWalkenyl or heteroaryl-C 2 .6-alkynyl, 

of which the aryl and heteroaryl moieties optionally may be substituted with one 
5 or more substituents selected from 

halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 36 , -NR 36 R 37 , -SR 36 , -NR 36 S(0) 2 R 37 , -S(O) 2 NR 30 R 37 , 
-S(0)NR 38 R 37 , -SfOJR 38 , -S(0) 2 R 36 , -OSCOkR 36 , -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 , 
10 -NR^CfOJR 37 , -CH 2 C(0)NR 36 R 37 , -CH 2 C(0)NR 36 R 37 , -Ch^OR 36 , -CH 2 NR 36 R 37 , 

-OC(0)R 36 , -C(0)R 36 and -C(0)OR 36 , 

C^-alkyl, C 2 ^-alkenyl and C^-alkynyl, 

15 which may optionally be substituted with one or more substituents se- 

lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-SCF 3l -OR 36 , -NR 36 R 37 , -SR 36 , -S(0)R 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , 
-OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , -OCH 2 C(0)NR 36 R 37 , -C(0)R* and 
-C(0)0R 36 , 

20 

wherein R 36 and R 37 independently are hydrogen, C^-alkyl or aryl, 

of which the aryl moiety optionally may be substituted with one or more substitu- 
ents selected from halogen, -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 38 , -NR 38 R 39 and 
25 C^-alkyl, 

wherein R 38 and R 39 independently are hydrogen or C^-alkyl, 

or R 36 and R 37 when attached to the same nitrogen atom together with the said nitrogen atom 
30 may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

or R 23 and R 24 when attached to the same ring carbon atom or different ring carbon atoms 
35 together may form a radical -©-(CH^t-CR^R^-fCH^rO-, -(CH 2 ) r CR 40 R 41 -(CH 2 ),- or 
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R 23 and R 24 independently are 

• hydrogen, -CHF 2f -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2t -SCF 3 , -OR 36 , -NR 36 R 37 , 
5 -SR 38 , -S(0)R 36 , -S(0) 2 R 38 , -C(0)NR 36 R 37 , -OC(0)NR 38 R 37 , -NR 38 C(0)R 37 , 

-OCH^OJNR^R 37 , -C(0)R 36 or -C(0)OR 36 , 

• d-e-alkyl, C 2 _6-alkenyl or C 2 ^-alkynyl, 

10 which may optionally be substituted with one or more substituents selected from 

-CHF 2 , -CF 3 , -OCF 3 , -OCHF 2f -OCH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3 , -OR 36 , -NR 36 R 37 , 
-SR 36 , -S(0)R 38 , -S(0) 2 R 36 , -C^NR^R 37 . -OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , 
-OCH 2 C(0)NR 36 R 37 , -C(0)R 38 and -C(0)OR 36 , 

15 • C^-cycloalkyl, C^-cycloalkylidene, C^-cycloalkenyl, heterocyclyl, C^-cycloalkyl- 
C^-alkyl, C^-cycloalkyl-C^-alkenyl, C 3 ^-cycloalkyl-C 2j6 -alkynyl, C 4 ^-cycloalkenyl- 
d-e-alkyl, C 4 ^-cycloalkenyl-C 2 ^-alkenyl, C^-cycloalkenyl-C^-atkynyl, heterocyclyl- 
C^-alkyl, heterocyclyl-C^-alkenyl or heterocyclyl-C 2 ^-alkynyl, 

20 of which the cyclic moieties optionally may be substituted with one or more sub- 

stituents selected from 

-CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2l -SCF 3 , -OR 36 , -NR 36 R 37 , 
-SR 36 , -S(0)R 38 , -S(0) 2 R 36 . -C(0)NR 36 R 37 , -OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , 
25 -OCH 2 C(0)NR 36 R 37 , -C(0)R 36 and -C(0)OR 36 , 

C^-alkyl, C 2 ^-alkenyl and C^-alkynyl, 

which may optionally be substituted with one or more substituents se- 
30 lected from -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 

-SCF 3 , -OR 36 , -NR 38 R 37 , -SR 36 , -SfOJR 36 , -S(0) 2 R 36 , -C(0)NR 36 R 37 , 
-OC(0)NR 36 R 37 , -NR 36 C(0)R 37 , -OCH.CfOJNR^R 37 , -C(0)R 36 and 
-C(0)OR 36 , 
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E is a 3 to 9 membered mono- or bicyclic ring which may optionally contain one or two dou- 
ble bonds and which may optionally contain one or two heteroatoms selected from nitrogen, 
oxygen and sulfur, wherein one or two groups R 23 and R 24 may be attached to the same or 
5 different ring carbon atoms and wherein a group R 31 may be attached to a ring nitrogen atom 
when present, or 




wherein 

10 

m and p independently are 0, 1 , 2, 3 or 4, with the proviso that when both m and p are pre- 
sent in the same formula at least one of m and p is different from 0, 
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halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3 , -0CHF 2 , -OCH 2 CF 3l -OCF 2 CHF 2 , 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 . -OR 21 , -NR 21 R 22 , -SR 21 , -NR 21 S(0) 2 R 22 , -S(0) 2 NR 21 R 22 , 
-S(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 2 \ -OS(0) 2 R 21 , -C(0)NR 21 R 22 , -OC(0)NR 21 R 22 , 
-NR 21 C(0)R 22 , -CH 2 C(0)NR 21 R 22 , -OCH 2 C(0)NR 21 R 22 , -CH 2 OR 2 \ -CH 2 NR 21 R 22 , 
5 -OC(0)R 21 , -C(0)R 21 and -C(0)OR 21 , 

d.a-alkyl, C 2 ^-alkenyl and C^-alkynyl, 

which may optionally be substituted with one or more substituents se- 
10 lected from -CHF 2t -CF 3 , -OCF 3 , -OCHF 2f -OCH 2 CF 3l -OCF 2 CHF 2 , 

-SCF 3> -OR 21 , -NR^R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -CfOJNR^R 22 , 
-OC(0)NR 21 R 22 , -NR^CfOJR 22 , -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and 
-C(0)0R 21 f 

15 wherein R 21 and R 22 independently are hydrogen, -CF 3i C^-alkyl, tri-C^-alkylsilyl, C 3 -a-cyclo- 
alkyl, Cs^-cycloalkyl-C^-alkyl, aryl, aryl-Ci^-alkyl or heteroaryl, 

or R 21 and R 22 when attached to the same nitrogen atom together with the said nitrogen atom 
may form a 3 to 8 membered heterocyclic ring optionally containing one or two further het- 
20 eroatoms selected from nitrogen, oxygen and sulfur, and optionally containing one or two 
double bonds, 

or two of the groups R 16 to R 19 when placed in adjacent positions together may form a bridge 
~(CR 16, R ir ) a -0-(CR 18 R 19 ) c -0-, 

25 

wherein 
a is 0, 1 or 2, 
30 c is 1 or 2, 

R 16 ', R 17 ', R 18 ' and R 19 ' independently are hydrogen, C^-alkyl or halogen, 



R 20 and R 20 ' independently are hydrogen, C^-alkyl, C^cycloalkyl or C^cycloalkyl-C^- 
35 alkyl, 
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Ci-e-alkyl, C^-alkenyl or C 2 -e-alkynyl, 

which may optionally be substituted with one or more substituents selected from - 
CHF 2 , -CF 3 , -OCF3, -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2j -SCF 3 , -OR 21 , -NR 21 R 22 , 
-SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , -OC^NR^R 22 , -NR 21 C(0)R 22 , 
-OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and -C(0)OR 21 , 

C^-cycloalkyl, C^-cycloalkenyl, heterocyclyl, C-^-cycloalkyl-C^-alkyl, C^-cyclo- 
alkyl-C^-alkoxy, C^-cycloalkyloxy, C^-cycloalkyl-CWalkylthio, C^-cycloalkylthio, 
C 3 -8-cycloalkyl-C 2 ^-alkenyl, C^-cycloalkyl-C^-alkynyl, C^-cycloalkenyl-d-e-alkyl, C 4 ^- 
cycloalkenyl-C^-alkenyl, C 4 -8-cycloalkenyl-C2-6-alkynyl, heterocyclyl-Ci-e-alkyl, heterocy- 
clyl-C 2 ^-alkenyl or heterocyclyl-C 2 ^-alkynyl, 

of which the cyclic moieties optionally may be substituted with one or more sub- 
stituents selected from 

-CHF 2j -CF 3( -OCF3, -OCHF 2l -OCH 2 CF 3 , -OCF 2 CHF 2l -SCF 3 , -OR 21 , -NR 21 R 22 , 
-SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , -OC(0)NR 21 R 22 , -NR^CfOJR 22 , 
-OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and -C(0)OR 21 , 

Ci^-alkyl, C 2 ^-alkenyl and C 2 ^-alkynyl, 

which may optionally be substituted with one or more substituents se- 
lected from -CHF 2 , -CF 3 , -OCF 3l -OCHF 2 , -OCH 2 CF 3l -0CF 2 CHF 2( 
-SCF 3 , -OR 21 , -NR 21 R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 21 , -C(0)NR 21 R 22 , 
-OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 and 
-C(0)OR 21 , 

aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-C^-alkoxy, aryl-Ci-e-alkyI, aryl-C 2 -6-alkenyl, aryl- 
C 2 ^-alkynyl, heteroaryl, heteroaryl-C^-alkyl, heteroaryl-C 2j6 -alkenyl or heteroaryl- 
C 2 _6-alkynyl, 

of which the aryl and heteroaryl moieties optionally may be substituted with one 
or more substituents selected from 



WO 00/698 10 PCT/DK00/00264 

532 

R 12 , R 13 , R 14 and R 15 independently are hydrogen or C^-alkyl, 
D is 

R « R 16 \ R « R 16 R ,e 

^ _rf_ R . 



R ,e R ,e 




R 



wherein 




W is -O-, -S-, -S(0) 2 - or -NR 20 -, 

10 

W is =CR 20 '- or =N-, 

R 16 , R 17 , R 18 and R 19 independently are 

15 • hydrogen, halogen, -CN, -CH 2 CN, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-OS(0) 2 CF 3 , -SCF 3 , -N0 2 , -OR 21 . -NR^R 22 , -SR 21 . -NR 21 S(0) 2 R 22 , -SfCOzNR^R 22 , 
-S(0)NR 2, R 22 , -S(0)R 21 , -S(0) 2 R 21 , -OS(0) 2 R 21 , -C(0)NR 21 R 22 . -OCfOJNR^R 22 , 
-NR 21 C(0)R 22 , -CHzCfOJNR^R 22 . -OCHAONR^R 22 , -CH 2 OR 21 , -CH 2 NR 21 R 22 . 
-OC(0)R 21 , -C(0)R 21 or -C(0)OR 21 , 

20 
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Xis 



-(CR 13 R 14 )-(CH 2 )- 



O 



•(CH 2 ) q — (CR ,3 R 14 )-(CH 2 ), 



2's 



o o 

JLfCH,)— N— L 



(CH 2 )— N— ^— (CR 13 R 14 ) r -(CH 2 )- 
R 12 



-^-(CR ,3 R 14 ) r -(CH 2 )- 



O O S 

-"-(CHA— N— U-o-(CR 13 R 14 ) r -(CH 2 ) s - , - 51 



-"-(CH,)— N-(CR 13 R 14 )-(CH 2 )- , 

R 12 R 12 



o 



s « / /^,->13„14. 



•(CH 2 )- — N 0 N (CR 13 R 14 )~(CH 2 )- , ^ S -(CR ,3 R 14 )-(CH 2 ) 8 - 
R 12 R 15 



— N— U — (CR 13 R 14 ) r -(CH 2 ) s - , 
-L12 



-0-(CR ,3 R ,4 )-(CH 2 )— , 



-(CH 2 )— N-(CR 13 R 14 ) r -(CH 2 ) s - 



-(CR ,3 R 14 ) r -(CH 2 )- 



NH 



-(CH 2 )-(CR 13 R 14 ) f -(CH 2 )- 



12 



N (CR 13 R i4 )-(CH 2 ) s - 



NH 



-<CH 2 )— N-(CR 13 R 14 ) r -(CH 2 ) s — O- 



12 



-(CH 2 )-(CR ,3 R 14 ) r O-(CH 2 )- , 



O OO 
-"-(CH,)— S-(CR 13 R 14 )— (CH 2 )- or -U_(CH 2 )— U (CR V 4 ) r -(CH 2 )- 



5 wherein 



risOor 1, 



q and s independently are 0, 1 , 2 or 3, 



10 
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R 7 is hydrogen, C^-alkyl or C 3 -8-cycloalkyl-C 1 . 6 -alkyl, 
R 8 and R 9 independently are hydrogen or C^-alkyl, 
Y is -C(O)-, -S(0) 2 -, -O- or a valence bond, 

Z is phenylene or a divalent radical derived from a 5 or 6 membered heteroaromatic ring con 
taining 1 or 2 heteroatoms selected from nitrogen, oxygen and sulfur, 



which may optionally be substituted with one or two groups R 48 and R 47 selected 



from hydrogen, halogen, -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 10 , -NR 10 R 11 and C^-alkyl, 



wherein R 10 and R 11 independently are hydrogen or C^-alkyl, 



or -A-Y-Z- together are 



o 



— CH— CH— N 




R 1 is hydrogen or C^-alkyl, 
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CLAIMS 

1. A compound of the general formula (I): 



E 

I 

A -v- Z \^ N - X " D 0 





wherein 

V is -C(0)OR 2 , -C(0)NR 2 R 3 , -C(0)NR 2 OR 3 , -S(0) 2 OR 2 , 
OH 

0 ^ , N =N or 

10 

wherein 

R 2 and R 3 independently are hydrogen or C^-alkyl, 

15 

R 4 is hydrogen, halogen, -CN, -CF 3 , -OCF 3l -N0 2 , -OR 5 , -NR 5 R 6 or C^-alkyl, 
wherein R 5 and R 6 independently are hydrogen or Ci^-alkyl, 
20 A is 



— (CH 2 ) n — ^VnR 7 . -^4^ ( CH 2 )— NR 7 — , >V(CH 2 )- or 



wherein 

25 

b is 0 or 1 , 
nis 0, 1,2 or 3, 



(CH 2 ) n 
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It should be apparent from the foregoing that other starting materials and other intermediate 
compounds can be substituted in the above procedures to prepare all of the compounds of the 
invention. The methods disclosed herein are based on established chemical techniques, as will 
be apparent to those skilled in the art, and therefore all of the compounds of the invention are 
5 broadly enabled by the preceding disclosure. 

Accordingly, the invention may be embodied in other specific forms without departing from its 
spirit or essential characteristics. The described embodiments are to be considered in all re- 
spects only as illustrative and not restrictive, and the scope of the invention is, therefore, indi- 
10 cated by the appending claims rather than by the foregoing description. All modifications, which 
come within the meaning and range of the lawful equivalency of the claims, are to be embraced 
within their scope. 
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HN i u ] 

Vl V H 

Y Y S )-_ 

° N x3^ 


0 
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hn j ■ r j 
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O N^~\ 


HN ' N I 1 ^ O 

Y s w°- CH > 

0 N^~\ 
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0 KJ 

F 
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N O 



HN I 




H 



HN 
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• N *N O 
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S v CI 
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(R) and (S) enantiomers of 



N-N O 




(R) and (S) enantiomers of 



. Nr N o 




(R) and (S) enantiomers of 



n=n o 

O CH 



(R) and (S) enantiomers of 




HN 



. Nr N O 



F 




HO 



O 0 



Y 
o 




HO 



O 



Y 
o 




N "N O 



HN,A 



N -N O 




Y 

o 
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H 
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F 
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(R) and (S) enantiomers of 
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n 




H 

O CH. 
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HN A 

H I! 
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(R) and (S) enantiomers of 



n=n o tT^\ 

HN J II ^ I J 




(R) and (S) enantiomers of 
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(R) and (S) enantiomers of 



O CK 



(R) and (S) enantiomers of 



HN 



"Voider 0 * 



O ChL 



(R) and (S) enantiomers of 



, N ~N 0 



0 ^CH, 



(R) and (S) enantiomers of 



N-N O 
HN ^ 



(R) and (S) enantiomers of 



(R) and (S) enantiomers of 



HN 



N-N O 



HN 



. N "N O 



Y 1 



B.C CH, 



(R) and (S) enantiomers of 



n-n o 



(R) and (S) enantiomers of 



Y , 

o JL 




(R) and (S) enantiomers of 



O CH, 



(R) and (S) enantiomers of 



0 CH 3 
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Furthermore, the following preferred compounds according to the invention may be prepared 
according to the general procedures set forth in the foregoing description: 





CH, 
HjClCH, 

o o °y n Y° 

° ^OCF, | 
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H,C-j-CH 3 

I X (J 


CH, 
H 3 C-J-CH 3 

o ^^ CH) 
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0 O p ^ 

0 . ^OCF, 


HjC^CH, 

° 0 (I 

0 ^OCF, 
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y Y^l 
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? ^? [ [ 
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S S f] 
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Furthermore, the following compounds according to the invention are preferred: 
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borohydride (0.88 g, 14 mmol) in methanol (10 mL) was slowly added, and the reaction mix- 
ture stirred for a further 60 min. The reaction mixture was then poured into ice water (100 
mL) and pH adjusted to 2 using 1M aqueous hydrochloric acid. The crude product was col- 
lected by filtration and dried in a vacuum oven overnight. The crude product was taken up in 
5 DMF/ethyl acetate (1:1,5 mL) and passed through a silica gel column using 5% acetic 
acid/ethyl acetate as eluent. Pure fractions were pooled and evaporated to dryness. The 
yield of 4-[1-(4-fert-butylphenylamino)ethyl]-/V-(2H-tetrazol-5-yl)benzamide was 1.12 g (71%). 

1 H NMR (DMSO-cf 6 ): 5 1.15 ppm (s, 9H); 1.43 (d, 3H); 4.52 (q ( 1H); 6.09 (bs, 1H); 6.41 (d, 
10 2H); 7.00 (d, 2H); 7.56 (d, 2H); 8.04 (d, 2H); 12.30 (s, 1H). 

Step 3 : 4-[1-(4-fert-Butylphenylamino)ethyl]-/V-(2H-tetrazol-5-yl)benzamide (100 mg, 0.28 
mmol) and 4-trifluoromethoxyphenyl isocyanate (70 mg, 0.30 mmol) was dissolved in DMF 
(0.6 mL) and the solution was heated to 80°C for 3 hours. The mixture was cooled to room 
15 temperature and subsequently taken to dryness using rotary evaporation. The residual oil 
was dissolved in a minimum of DMF/acetonitrile (1:1), and submitted to preparative HPLC 
purification. Pure fractions were pooled and concentrated to dryness to afford 10 mg (8%) of 
the title compound . 

20 HPLC-MS (method B): m/z = 568.0, R, = 5.31 min. 
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EXAMPLE 645 

3-(4-f1-(4-Cvclohex-1-enylphen^ 
benzoylamino)propionic acid 



HPLC-MS (method B): m/z = 621.0, R t = 7.32 min. 
EXAMPLE 646 

4-(1-M-(4-tert-BuWlphenyl)-3-(4-trifluorome^ 
10 vQbenzamide 



Step 1 : 4-Acetylbenzoic acid (4.00 g, 24.4 mmol), 5-aminotetrazole monohydrate (3.00 g, 
2.91 mmol) and ethyl dimethylaminopropyl carbodiimide hydrochloride (7.00 g, 3.55 mmol) 
15 were dissolved in DMF (25 mL) and stirred at ambient temperature for 48 hours. The reaction 
mixture was poured into ice-water, and the precipitate collected by filtration to afford 5.50 g 
(98%) of pure 4-acetyl-/V-(2H-tetrazol-5-yl)benzamide after drying overnight in a vacuum 
oven. 



20 1 H NMR (DMSO-cf 6 ): 5 2.64 ppm (s, 3H); 8.12 (d, 2H), 8,20 (d, 2H). 12.60 (bs, 1H). 

Step 2 : 4-Acetyl-A/-(2H-tetrazol-5-yl)benzamide (1.00 g, 4.32 mmol) and 4-terf-butylaniline 
were dissolved in THF (15 mL). Triethylamine (2.1 mL, 15.0 mmol) was added and the mix- . 
ture was cooled to 0°C on an ice bath. Neat titanium tetrachloride (0.25 mL, 2.25 mmol) was 
25 added dropwise using a syringe assuring that the temperature was maintained close to 0°C. 
The mixture was then stirred overnight at room temperature. A solution of sodium cyano- 




o 



5 
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HPLC-MS (method B): m/z = 623.0, R, = 7.45 min. 
EXAMPLE 643 

3-{4-f3-(/V'-fCycloproylmethv^ 
aminojpropionic acid 



HPLC-MS (method B): m/z = 597.0, R, = 6.89 min. 
EXAMPLE 644 

4-[3-(/VMCvclopropylmethvnphthalimid-4-vO 
tetrazol-5-yl)benzamide 




CH 3 
H 3 C-[-CH 3 



O 




0 



HPLC-MS (method B): m/z = 617.0, R t = 7.48 min. 
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EXAMPLE 640 

4-f1-(4-te^Butylphenyl)-3-(A/-fcyd^ 
tetrazol-5-vl)benzamide 




HPLC-MS (method B): m/z = 593.0, R t = 7.20 min: 



EXAMPLE 641 

3-(4-H-(4-terf-Butvlcyclohexyl)-3-(^ 
benzoylamino)propionic acid 



HO 




YCt^ 



HPLC-MS (method B): m/z = 603.0. R, = 7.38 min. 



EXAMPLE 642 

3-{4-f3-(/V'-fCvclopropvlmethvllphthalimid-4-vl)-1-(4-cvclohexvlphenvl)ureidomethvll- 
benzoylaminolpropionic acid 
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HPLC-MS (method B): m/z = 621.0, R t = 7.92 min. 
EXAMPLE 637 

3-(441-(4-tert-ButYlcyclohexyl^ 
5 propionic acid 




HPLC-MS (method B): m/z = 605.0, R t = 7.58 min. (c/s-isomer); R, = 7.68 min. (frans-isomer). 

10 EXAMPLE 638 

4-f1-(4-tert-Butvlcvclohexyl)-3-(/V^c^ 
tetrazol-5-vl)benzamide 




15 HPLC-MS (method B): m/z = 599.0, R t = 7.52 min. (c/s-isomer); R, = 7.72 min. (frans-isomer). 
EXAMPLE 639 

4-f1-(4-Cvclohexvlphenvl)-3-(/V-fcvclopropylmethvnphthalimid-4-vl)ureidomethvn-A/-(2H- 
tetrazol-5-vl)benzamide 
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EXAMPLE 634 

3-j4-f3-(/V-Butvlphthalimid-4-vlH^ 
acid 



HPLC-MS (method B): m/z = 599.0, R, = 7.15 min. 

EXAMPLE 635 
10 3-(4-f3-(A/'-BuWlphthalimid-4^ 



HPLC-MS (method B): m/z = 625.0, R t = 7.68 min. 

15 

EXAMPLE 636 

4-r3-(/V'BuWlphthalimid-4-ylH^ 
benzamide 




5 



o 



acid 




o 




o 



20 
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EXAMPLE 631 

3-(441-(4-Cvclohexvl-phenvl)-3-WMsopropylphthaH^ 
propionic acid 




HPLC-MS (method B): m/z = 611.0, R t = 7.42 min. 



EXAMPLE 632 
10 3-(441-(4-te^Butylcvclohexyl)-3^ 
propionic acid 




15 



HPLC-MS (method B): m/z = 591.0, R, = 7.35 min. (c/s-isomer); R, = 7.45 min. (frans-isomer). 



EXAMPLE 633 

4-M-(4-terNButvlcvclohexyl)-3-(/V-b^ 
benzamide 



N=N 0 
HN. ^ 
N N 




ChL 



CH, 



20 



HPLC-MS (method B): m/z = 601.0, R, = 7.68 min. (c/s-isomer); R, = 7.83 min. (frans-isomer). 
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EXAMPLE 628 

4-H-(4-te^BuWI-phenyl)-3-(/VMsopropylphth^ 
benzamide 



HPLC-MS (method B): m/z = 581.0, R, = 7.62 min. 

EXAMPLE 629 
10 441-(4-tert-Buty1cyclohexyl^ 
benzamide 



HPLC-MS (method B): m/z = 531.0, R t = 7.52 min. (c/s-isomer); R t = 7.62 min. tfrans-isomer). 

15 

EXAMPLE 630 

3-(4-n-(4'te/t-Butvlphenvl)-3-(A/ , HS0propylphthalimid>4-vl)ureidomethvl1benzovlamino)- 
propionic acid 




5 



o 




o 




o 



20 



HPLC-MS (method B): m/z = 585.0, R t = 6.83 min. 
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EXAMPLE 626 

3-(4-r3-(/V'-Butvlphthalimi^ 

acid 




o 

5 

Prepared as described above using resin bound 3-{4-[(4-fert-butylphenylamino)methyl]- 
benzoy!amino}propionic acid. An oil was obtained after TFA cleavage and evaporation of sol- 
vent. The oil was taken up in ethanol (3 mL) and added dropwise to water (25 mL) while 
stirring. A fine white powder was obtained which was collected by filtration and dried over- 
10 night in a vacuum oven to afford 231 mg (77%) of the title compound . 

1 H NMR (DMSO-d 6 ): 0.89 ppm (t, 3H); 1.26 (s, 9H); 1.28 (m, 2H); 1.54 (m, 2H); 2.48 (m, 2H); 
3.42 (m, 2H); 3.53 (t, 2H); 7.20 (d, 2H); 7.35 (d, 2H); 7.39 (d, 2H); 7.71 (d, 1H); 7.76 (d. 2H); 
7.80 (dd, 1H); 8.03 (d, 1H); 8.47 (t, 1H); 8.95 (s, 1H); 12.25 (bs, 1H). 

15 

HPLC-MS (method B): m/z = 599, R t = 7.15 min. 

The following examples 627 to 645 were prepared in a similar way: 

20 EXAMPLE 627 

441-(4-Cyclohexvlphenvl)-3-(/V-isopro^ 
benzamide 




25 

HPLC-MS (method B): m/z = 607.0, R t = 7.62 min. 
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suspended in toluene (50 mL). Trichloromethyl chloroformate (22.0 mL, 180 mmol) was 
added and the suspension was heated to reflux. After 2 hours a clear solution was obtained. 
The solution was heated to reflux overnight. After cooling, solvent was removed and the resi- 
due was stripped twice with acetonitrile to remove traces of hydrochloric acid. The crystalline 
5 residue (A/-cyc!opropylphthalimide-4-isocyanate) was sufficiently pure for further synthesis. 



1 H NMR (CDCI 3 ): 5 1.10 ppm (m, 4H); 2.66 (m, 1H); 7.39 (d, 1H); 7.75 (d, 1H); 7.78 (dd, 1H). 

EXAMPLE 625 
10 4-r3-(/V-Butvlphthalimid-4-vl)-1-(4-cydoh 



4-[(4-Cyclohex-1-enylphenylamino)methyl]-A/-(2H-tetrazol-5-yl)benzamide (0.5 mmol) as- 
15 sembled on 2-chlorotrityl resin (500 mg) as described under general procedure (Q) was 
treated with a solution of W-butylphthalimide-4-isocyanate (1220 mg, 5.0 mmol) in NMP/1,2- 
dichloropropane (1:5, 10 mL) for 48 hours. Solvent was drained and the resin was washed 
with DMF (3 x) and dichloromethane (10 x). Standard cleavage with 10% TFA/dichloro- 
methane and evaporation of solvent afforded a powder, which was further purified by recrys- 
20 tallization from acetonitrile to afford 227 mg (73%) of the title compound . 

1 H NMR (DMSO-d 6 ): 5 0.89 ppm (t, 3H); 1.28 (q, 2H); 1.57 (m, 4H); 1.72 (m, 2H); 2.17 (m, 
2H); 2.45 (m, 2H); 3.54 (t, 2H); 5.04 (s, 2H); 6.20 (t, 1H); 7.25 (d, 2H); 7.41 (d, 2H); 7.48 (d, 
2H); 7.72 (d, 1H); 7.84 (dd, 1H); 8.01 (d, 1H); 8.03 (d, 2H), 8.92 (s, 1H); 12.35 (s, 1H). 

25 

HPLC-MS (method B): m/z = 620, R t = 5.15 min. 



benzamide 




o 
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/V-CYclopropylphthalimide-4-isocyanate 



o 



OCN 




o 



10 



15 



20 



25 



Step 1 : 4-Nitrophthalic anhydride (5.60 g, 28.9 mmol) was dissolved in THF (50 mL), and 
cyclopropylamine (2.10 mL, 30 mmol) was added slowly while stirring under an inert atmos- 
phere. After 30 min, a suspension was obtained. Triethylamtne (8.2 mL, 60 mmol) and diiso- 
propylcarbodiimide (5.50 mL, 35 mmol) were added followed by DMF (100 mL). The reaction 
mixture was then heated to 70°C for 48 hours. The mixture was cooled to room temperature 
and the reaction volume was reduced to one-tenth of the original volume by rotary evapora- 
tion in vacuo . The precipitated ty/V-diisopropylurea was removed by filtration, and water (40 
mL) was added to the mother liquor resulting in formation of a precipitate. The precipitate 
was collected by filtration and dried overnight in a vacuum oven to give 6.02 g (90%) of A/- 
cyclopropyl-4-nitrophthalimide. 

1 H NMR (DMSO-de): 6 0.92 ppm (m, 4H); 2.71 (s, 1H); 8.07 (d, 1H); 8.44 (d, 1H); 8.58 (dd, 
1H). 

HPLC-MS (method B): m/z = 233, R t = 4.67 min. 

Step 2 : N-Cyclopropyl-4-nitrophthalimide (10.0 g, 43.0 mmol) was dissolved in ethanol (200 
mL). Tin (II) chloride dihydrate (49.0 g, 215 mmol) was added, and the mixture was heated to 
reflux overnight. After cooling, the mixture was poured over crushed ice (1.0 L), and pH ad- 
justed to 6.5 using 1 N NaOH. The mixture was passed through a small bed of celite, and the 
filtrate was subsequently extracted with ethyl acetate (1.2 L). The organic phase was dried 
using anhydrous MgS0 4 , and solvent was removed by rotary evaporation in vacuo , to afford 
crystalline A/-cyclopropyl-4-aminophthalimide. Yield: 6.0 g (69%). 

1 H NMR (DMSO-d 6 ): 5 0.85 ppm (m, 4H); 2.55 (m, 1H); 6.41 (bs, 2H); 6.77 (d, 1H); 6.86 (d, 
1H); 7.44 (dd, 1H). 

Step 3 : N-Cyclopropyl-4-aminophthalimide (3.00 g, 15.0 mmol) was dissolved in THF (50 
mL). A 3.5 N HCI - ethyl acetate solution (26 mL, 90.0 mmol) was added resulting in imme- 
diate precipitation of the hydrochloride salt. Solvent was removed, and the crystalline residue 
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evaporation. The residue was dried overnight in a vacuum oven to afford 6.49 g (82%) of 
pure /V-cyclopropylmethyl-4-nitrophthalimide as a powder. 

1 H NMR (DMSO-cfe): 5 0.36 ppm (d, 2H); 0.50 (d, 2H); 1.12 (m, 1H); 3.51 (d, 2H); 8.13 (d, 
5 1H);8.50(s, 1H);8.62(d f 1H). 

Step 2 : A/-Cyclopropylmethyl-4-nitrophthalimide (6.0 g, 24 mmol) in methanol (200 mL) was 
added dropwise over 30 min to a solution of sodium dithionite (27.0 g, 156 mmol) and so- 
dium carbonate (13.0 g, 125 mmol) in water (200 mL) while the temperature was maintained 

10 at 70°C. The mixture was stirred at 70°C for an additional 50 min before it was allowed to 
cool to room temperature. The reaction volume was then reduced to one-third by rotary 
evaporation. Water (400 mL) was added, and the suspension extracted with ethyl acetate (2 
x 450 mL). The combined organic solutions were dried with anhydrous MgS0 4 . Solvent was 
then removed by rotary evaporation to afford 2.52 g (49%) of pure /V-cyclopropylmethyl-4- 

15 aminophthalimide as a powder. 

1 H NMR (DMSO-d 6 ): 0.25 ppm (d, 2H); 0.44 (d, 2H); 1.05 (m, 1H); 3.35 (d, 2H); 6.46 (s, 2H); 
6.78 (d, 1H); 6.92 (s, 1H); 7.46 (d, 1H). 

20 HPLC-MS (method B): m/z = 217, R, = 4.65 min. 

Step 3 : N-Cyclopropylmethyl-4-aminophthalimide (2.5 g, 11. 6 mmol) was suspended in tolu- 
ene (30 mL) and bis(trichloromethyl) carbonate (2.28 g, 7.71 mmol) was added. The mixture 
was heated to reflux under an inert atmosphere for 2 hours. The reaction mixture was cooled 
25 on an ice bath before filtering. The filtrate was then taken to dryness, and the oily residue 
suspended in petroleum ether (40 mL). The pure title material was obtained as a precipitate, 
which was collected by filtration and washed twice with cold petroleum ether to afford 1 .50 g 
(54%) of /V-(cyclopropylmethyl)phthalimide-4-isocyanate. 



30 



1 H NMR (CDCI 3 ): 5 0.37 ppm (m, 2H); 0.50 (m, 2H); 1.19 (m, 1H); 3.54 (d, 2H); 7.89 (d, 1H); 
7.54 (s, 1H);7.81 (d, 1H). 
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trate was evaporated to dryness to afford a quantitative yield (8.70 g) of pure A/-isopropyl-4- 
aminophthalimide. 

1 H NMR (CDCI 3 ): 5 1.46 ppm (d, 6H); 4.47 (m, 1H); 6.82 (dd, 1H); 7.00 (d, 1H); 7.55 (d, 1H). 

Step 3 : W-lsopropyl-4-aminophthalimide (9.50 g, 47 mmol) was dissolved in THF (200 mL). 
While stirring, a solution of HCI in ethyl acetate (90 mL, 3.5 M, 315 mmol) was slowly added 
to form the anilinium hydrochloride. Solvent was removed, and the precipitate was re-sus- 
pended and evaporated twice from THF. The solid residue was then suspended in toluene 
(250 mL), and trichloromethyl chloroformate (60 mL, 500 mmol) was added. The suspension 
was heated to reflux and after 2 hours, a clear solution was obtained. Reflux was continued 
overnight. The solution was allowed to cool to room temperature before the solvent was re- 
moved by evaporation. The crystalline residue was stripped with toluene (2 x 200 mL) and 
acetonitrile (2 x 200 mL), and the obtained W-isopropylphthalimide-4-isocyanate was used for 
subsequent reactions without further purification. Yield : 10.7 g (99%). 

1 H NMR (CDCI3): 5 1.49 ppm (d, 6H); 4.50 (m, 1H); 7.37 (d, 1H); 7.51 (s, 1H); 7.76 (d, 1H). 

/V-Butvlphthalimide-4-isocvanate 



This material was prepared similarly as described for A/-isopropylphthalimide-4-isocyanate. 
/V-(Cvclopropylmethvhphthalimide-4-isocvanate 



Step 1 : 4-Nitrophthalimide (6.15 g, 32.0 mmol) was dissolved in DMF (60 mL). Cyclopropyl- 
methyl bromide (9.3 mL, 96 mmol) and potassium carbonate (8.85 g, 64.0 mmol) were added 
and the mixture was heated to 100°C for 4 hours. The mixture was allowed to cool to room 
temperature, and then partitioned between water (500 mL) and ethyl acetate (400 mL). The 
organic phase was collected, dried with Na 2 S0 4 , filtered and taken to dryness using rotary 
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EXAMPLE 624 

(4^ert-Butvlphenvl)-f4-(2fy-tetrazol-5-ylcarbamovl)benzvl1carbamic acid 4-(methvlsulfonvlV 
phenyl ester 



N = N O 

HN A. 

N N „ 
H I 




d "o 



Prepared as described above in example 621. Yield: 15 mg. 



HPLC-MS (method B): m/z = 549, R t = 6.35 min. 



10 Preparation of starting materials for phthalimide compounds of the invention: 
A/-lsopropylphthalimide-4-isocvanate 



o 




o 



15 Step 1 : 4-Nitroisophthalimide (25.0 g, 130.0 mmol) was dissolved in DMF (250 mL). Isopro- 
pyl bromide (61.0 mL, 650 mmol) and potassium carbonate (36.0 g, 260 mmol) were added 
and the mixture was heated to 60°C overnight. Water (1 .0 L) was added, and the precipitate 
formed was collected by filtration, washed twice with water and dried overnight in a vacuum 
oven to afford 21 .3 g (70%) of pure /V-isopropyl-4-nitrophthalimide. 

20 

1 H NMR (DMSO-d 6 ): 8 1.42 ppm (d, 6H); 4.44 (m, 1H); 8.07 (d. 1H); 8.45 (s, 1H); 8.61 (d, 
1H). 



Step 2 : A/-lsopropyl-4-nitrophthalimide (10.0 g, 43.0 mmol) was dissolved in a mixture of THF 
25 (200 mL) and DMF (100 mL). 10% Palladium catalyst on carbon (1,0 g, 50% wet weight) was 
added and the mixture was hydrogenated in a low-pressure apparatus (1 atm.) overnight. 
The catalyst was then removed by filtering the mixture through a short pad of celite. The fil- 
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followed by dichloromethane (10 x). The product was cleaved from the support using 5% 
TFA in dichloromethane as described in general procedure (Q), and the pure product ob- 
tained as crystals after removal of solvent using speed vacuum. Yield: 5.0 mg. 

5 HPLC-MS (method B): m/z = 579, R t = 6.55 min. 

EXAMPLE 622 

(4-Cvclohexvlphenvn-f4-(2H-tetrazol"5>vlcarbamovnbenzvncarbamic acid 4-(methvlsulfonvl)- 
phenvl ester 



Prepared as described above in example 621. Yield: 15 mg. 
HPLC-MS (method B): m/z = 575, R, = 6.88 min. 

15 

EXAMPLE 623 

f4-te/t-Butvlcvclohexvl)-f4-(2H-tetrazol-5-vlcarbamovl)benzvl1carbamic acid 4-(methyl- 
sulfonvQphenvl ester 




10 



o o 




db 



20 



Prepared as described above in example 621 . Yield: 15 mg. 



HPLC-MS (method B): m/z = 555, R t = 7.07 min. 
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0 




4-|3-(3-Methylsulfonylphenyl)-1-spiro[5.5]unde^^ 



4-[3-(3-Methylsulfonylphenyl)-1-spiro[5.5]undec-3-yl-ureidomethyl]benzoic acid (32.2 mg, 
64.6 pmol) was dissolved in DMF (1 mL) and added Af-(3-dimethylaminopropyl)-W-ethylcar- 

5 bodiimide hydrochloride (EDAC) (16.5 mg, 86 pmoi) and 5-aminotetrazole»H 2 0 (16,5 mg, 
160 pmol). The mixture was stirred at 25°C for 1 day and concentrated in vacuo . Brine (5 mL) 
was added to the residue followed by a mixture of ethanol and chloroform (1:2, 10 mL). The 
phases were separated and the aqueous layer was extracted with a mixture of ethanol and 
chloroform (1:2, 2 x 10 mL). The combined organic extracts were dried over MgS0 4 and 

10 evaporated. The residue was purified by preparative HPLC affording the title compound . 

1 H NMR (DMSO): 5 12.30 (s br, 1H); 8.80 (s, 1H); 8.11-8.02 (m, 3H); 7.85 (dt, 1H); 7.55-7.40 
(m, 4H); 4.70 (s, 2H); 4.10 (m br 1H); 3.18 (s, 3H); 1.68-1.10 (m, 18H) 

15 HPLC-MS (Method D): m/z = 566 (M+1). R t = 3.03 min. 

EXAMPLE 621 

3-(4-(f(4-Cvclohexvlphenvl)-(4-(methvlsulfonvl)phenoxvcarbonyl)amino1methvl)benzovl- 
amino)propionic acid 



3-(4-{[(4-Cyclohexylphenyl)-(4-(methylsulfonyl)phenoxycarbonyl)amino]methyl}benzoyl- 
amino)propionic acid (0.05 mmol) assembled on 2-chlorotrityl resin (50 mg) as described in 
general procedure (Q) was treated overnight with 3-chloroperbenzoic acid (34.5 mg, 0.200 
25 mmol) in NMP (0.50 mL). The solvent was drained off, and the resin washed with DMF (3 x) 



20 
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The above 4-(spiro[5.5]undec-3-ylaminomethyl)benzoic acid methyl ester (1.02 g, 3.2 mmol) 
was added acetonitrile (50 mL) and 3-(methylthio)phenylisocyanate (668 mg, 4 mmol). Upon 
stirring for 2 days, the reaction appeared incomplete as shown by HPLC, so another portion 
of 3-(methylthio)phenylisocyanate (240 mg) was added. After stirring for 2 hours the solvent 
5 was evaporated. The residue was taken up in dichloromethane (2 mL) and purified by chro- 
matography on silica using dichloromethane as eluent affording 4-[3-(3-methylsulfanyl- 
phenyl)-1-spiro[5.5]undec-3-yl-ureidomethyl]benzoic acid methyl ester (680 mg). 




4-[3-(3-Methytsulfonyl-phenyl)-1-spiro[5.5]undec-3-yl-ureidomethyl)-benzoic acid methyl ester 

10 

The above 4-[3-(3-methylsulfanylphenyl)-1-spiro[5.5]undec-3-yl-ureidomethyl]benzoic acid 
methyl ester (550 mg, 1.14 mmol) was dissolved in 1,2-dichloroethane (10 mL) and added 
m-chloroperbenzoic acid (61 1 mg). The reaction was monitored by HPLC. Upon completion, 
dichloromethane (20 mL) was added to dissolve any precipitate formed during the reaction. 

15 Water (20 mL) was added and the phases were separated. The aqueous phase was ex- 
tracted with dichloromethane (20 mL) and the combined organic phases were washed with 
saturated aqueous potassium carbonate (20 mL), water (20 mL) and brine (20 mL), dried 
over MgS0 4 and evaporated. The residue was purified on silica (150 g) using a mixture of 
heptane and ethyl acetate (1:1 ) as eluent affording 4-[3-(3-methylsulfonylphenyl)-1- 

20 spiro[5.5]undec-3-yl-ureidomethyl]benzoic acid methyl ester (362 mg). 



25 



4-[3-(3-Methylsulfonylphenyl)-1-spiro[5.5]undec-3-yl-ureidomethyl]benzoic acid methyl ester 
was hydrolyzed to the corresponding carboxylic acid using 3 equiv. NaOH(aq) (4M) in diox- 
ane. 
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EXAMPLE 620 

443-(3-Methylsulfonylphenvt)-V^ 
benzamide 



4-Aminomethytbenzoic acid methyl ester spiro[5.5]undecan-3-one 4^Spirol5.5]undec-3-ytaminomethyl)-benzoic acid methyl ester 

4-Aminomethylbenzoic acid methyl ester hydrochloride (1 .45 g, 7.2 mmol) was suspended in 
1 ,2-dichloroethane (50 mL) and added saturated aqueous potassium carbonate. The phases 
were separated and the aqueous layer was extracted with another portion of 1 ,2-dichloro- 
ethane (50 mL). The combined organic phases were added glacial acetic acid (435 pL, 7.6 
mmol) followed by spiro[5.5]undecan-3-one (1.2 g, 7.2 mmol). The suspension was stirred for 
30 min at 25°C and sodium triacetoxyborohydride (2.27 g, 10.7 pmol) was added. After stir- 
ring for 2 days at 25°C, water (100 mL) and saturated aqueous potassium carbonate (15 mL) 
were added. The phases were separated and the aqueous layer was extracted with 1 ,2-di- 
chloroethane (2 x 100 mL). The combined organic phases were washed with water (100 mL) 
and brine (100 mL), dried over MgS0 4 and evaporated to afford 4-(spiro[5.5]undec-3- 
ylaminomethyl)benzoic acid methyl ester which was used in the subsequent steps without 
further purification. 





+ 





o 



K5 



S-CH 3 



O' 




>=0 



o' 



CH 3 CN 



HN 



H 



CH 3 



4-|3-(3-Methylsulfany1-phenyl)-1-spirol5.5]undec-3-yl-ureldomelhyt]-benzoic acid methyl ester 
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evaporated and water (10 mL) was added to the residue followed by saturated sodium bicar- 
bonate (10 mL). The product was extracted using ethyl acetate (2 x 50 mL). The combined 
ethyl acetate extracts were washed with water (20 mL) and brine (20 mL). Drying the organic 
phases over MgS0 4 and evaporation of the solvent afforded 3-(4-{[(3-fluoro-5-trifluoromethyl- 
5 benzoyl)spiro[5.5]undec-3-yl-amino]methyl}benzoylamino)propionic acid ethyl ester (295 mg) 
which was hydrolyzed using sodium hydroxide to afford the title compound . 

1 H NMR (DMSO): 5 8.45 (t, 1H); 7.75-7.15 (m, 7H); 4.70+4.50 (s+s, 2H); 2.30 (t, 2H); 1.70- 
0.70 (m, 18-20H). 

10 

HPLC-MS (Method D): m/z = 563 (M+1). R< = 3.46 min. 
EXAMPLE 619 

3-(4-(f(Benzo[bUhiophene-2-carbonvl)spirof5.51undec-3-vl-amino1methvl)benzoylamino)- 
15 propionic acid 




O 



Prepared similarly as described in example 619. 

20 

1 H NMR (DMSO): 5 12.30 (s br, 1H); 8.51 (t, 1H); 8.05-7.55 (m, 5H); 7.50 (m4H); 4.70 (s, 
2H); 3.30 (s br, 2H); 1.80-0.90 (m, 18H). 

HPLC-MS (Method D): m/z = 533 (M+1). R t = 3.51 min. 

25 

The Benzo[b] thiophene-2-carbonyl chloride was prepared by adding toluene (2 mL), DMF (2 
drops) and thionyl chloride (50 \iL) to benzo[/)]thiophene-2-carboxylic acid. Heating the mix- 
ture to reflux for 5 hours followed by removal of the solvent afforded the crude product, which 
was used without further purification. 

30 
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below 35°C. After all the bromine had been added the mixture was stirred for 16 hours and 
then filtered and the residue washed with water. The combined filtrate and the washings 
were neutralized with concentrated aqueous ammonia. The precipitate was collected on a 
filter, dried and recrystallized from toluene/hexane to yield 6,7-(tetrafluoroethylenedioxy)- 
benzothiazol-2-ylamine. 

The above 6,7-(tetrafluoroethylenedioxy)benzothiazol-2-ylamine was converted to the title 
compound using a similar method as described above. 

1 H NMR (CDCI 3 ): 5 5.5 (2H, br s), 7.30 (1H, s), 7.37, (1H, s). 

HPLC-MS (Method B): R t = 8.72 min, m/z = 683 (M +1 ). 

EXAMPLE 618 

3-(4-(f(3-Fluoro-5-trifluoromethvlbenzoyl)spirof5.51undec-3-vl-amino1methvllbenzovlamino)- 
propionic acid 




3-[4-(Spirol5.5]undec-3-yIaminomethyl)benzoylamjno]propionic acid ethyl ester 



3-[4-(Spiro[5.5]undec-3-ylaminomethyl)benzoylamino]propionic acid ethyl ester was prepared 
by reductive alkylation of 3-(4-aminomethyl-benzoylamino)propionic acid ethyl ester with 
spiro[5.5]undecan-3-one. 3-[4-(Spiro[5.5]undec-3-ylaminomethyl)benzoylamino]propionic 
acid ethyl ester (200 mg, 499 pmol) was dissolved in acetonitrile (5 mL) and diisopropylethyl- 
amine (170 pL) and cooled on an ice bath. Commercially available 3-fluoro-5-(trifIuoro- 
methyl)benzoylchloride (136 mg, 602 ^imol) dissolved in acetonitrile (5 mL) was added drop- 
wise. The reaction was complete within one hour as shown by HPLC. The solvent was 
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EXAMPLE 616 

4- H-(4-Cyclohexvlphenvl)-3-(6-methvlsulfonylbenzo^^ 

5- vl)benzamide 




The title compound was made similarly as described in example 341. 
HPLC-MS (Method C): R, = 5.07 min, m/z = 631 (M+1). 

10 

EXAMPLE 617 

4«ri-(4-Cvclohexvlphenvl)-3-(6 t 7-(tetrafluoroethvlenedioxv)benzothiazol-2-yl)ureidomethvl1- 
AH2H-tetrazol-5-vl)benzamide 




6,7-(TetrafIuoroethylenedioxy)benzothiazol-2-ylamine was prepared from 6-amino-2,2,3,3- 
tetrafluoro-1 ,4-benzodioxene using the general procedure described in Stuckwisch C. G. J. 
Am. Chew. Soc. 1949 71, 3417: 



20 



To a suspension of 6-amino-2 t 2, 3, 3-tetrafIuoro-1 ,4-benzodioxene (2 g, 9 mmol) and sodium 
thiocyanate (3.5 g, 43 mmol) in acetic acid (16 mL) was added dropwise, with stirring, 
bromine (1.4 g, 9 mmol) dissolved in acetic acid (7 mL) while the temperature was kept 
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EXAMPLE 614 

3-(4-f3-(3.5-Bis(trifluoromethvl)phenyl)-1-spirof5.5lunclec-3-vlureidoiTiethvllbenzovlamino)- 
propionic acid 



5 

The title compound was made similarly as described in example 89. 

'H NMR (DMSO): 5 12.20 (s br, 1H); 9.05 (s, 1H); 8.48 (t, 1H); 8.22 (s, 2H); 7.72 (d, 2H); 
7.55 (s, 1H); 7.32 (d, 2H); 4.65 (s, 2H); 4.08 (t br, 1H); 3.48 (q, 2H); 1.70-1.05 (m, 18H) 

10 

HPLC-MS (Method B): m/z = 628 (M+1). R, = 8.30 min. 

Spiro[5.5]undecan-3-one was prepared as described by Rice et a/, J. Org. Chem., 26, 2637- 
2640, (1964). 

15 

EXAMPLE 615 

4- n-(4-tert-Butylphenvl)-3-(6-trifluoromethoxvbenzothiazol-2-vl)ureidomethyn-A/-(2H-tetrazol- 

5- vhbenzamide 





F 



20 



The title compound was made similarly as described in example 341 . 



1 H NMR (DMSO-d 6 ): 8 1.30 (9H, s). 5.14 (2H, s), 7.20-7.42, (7H, m). 7.48 (2H, d), 7.98. (1H, 
s), 8.08 (2H, d), 12.40 (1H, s). 
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After stirring for 2 hours at room temperature, the mixture was diluted with water, and ex- 
tracted with diethyl ether. The combined organic extracts were dried (MgS0 4 ), and concen- 
trated to give 3-methylsulfonyl benzyl alcohol (3.5g, 93%). 

5 1 H NMR (CDCI 3 ) 5: 3.02 (s, 3H), 4.68 (s, 2H), 7.47 (t, 1H), 7.57 (d, 1H), 7.75 (d, 1H), 7.89 (s, 
1H). 

To a solution of 3-methylsulfonyl benzyl alcohol (3.5 g, 28.6 mmol) in dichloromethane (50 
mL) was added pyridinium chloro chromate (PCC) (9.1 g, 42.2 mmol). The mixture was 
10 stirred at room temperature for 3 hours. After workup and column chromatography on silica 
gel eluting with hexane:ethyl acetate, 1:1, 3-methylsulfonylbenzaldehyde was obtained as 
white solid. 

1 H NMR (CDCI3) 8: 3.09 (s, 3H), 7.75 (t, 1H), 8.10-8.21 (2d, 2H), 8.40 (s, 1H), 10.11 (s, 1H). 

15 

To a solution of 3-methylsulfonylbenzaldehyde (0.93 g, 5.1 mmol) and ethyl 3-({[4-(fert-butyl)- 
cyclohexyl]amino}methyl)benzoyl]amino}propanoate (1.9 g, 5.1 mmol) in dry DMF (50 mL) 
was added sodium triacetoxy borohydride (1.6 g, 7.5 mmol) and a catalytic amount of 
trifluoroacetic acid. The mixture was diluted with water and extracted with ethyl acetate. The 
20 combined organic extracts were dried (MgS0 4 ), and concentrated. The residue was dis- 
solved in methanol, and saponified by 2M LiOH aqueous solution. After the reaction was 
complete, the mixture was acidified by 2M HCI, diluted with water, and extracted with ethyl 
acetate. The combined organic extracts were dried (MgS0 4 ), and concentrated. The residue 
was purified by HPLC to give the title compound . 

25 

1 H NMR (CDCI3) 5: 0.78 (s, 9H), 0.81-0.96 (br, 3H), 1.18-1.39 (br, 2H), 1.71-1.98 (m, 4H), 
2.40 (t, 1H), 2.56 (br, 2H), 3.53 (m, 6H), 7.25-7.86 (m, 8H). 

LC-MS (APCI, pos.): 529(M+1). 

30 
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MS (APCLpos.): 565.1. 
EXAMPLE 613 

3-(4-(f(frans-4-fe/t-Butvlcvclohexvl)-(3-methvl$ulfonylbenzvl)amino1methyl)ben 
5 propionic acid 




10 

To a solution of 3-methylsulfonylbenzoic acid (10 g, 50 mmol) in anhydrous methanol (100 
mL) was added cone, sulfuric acid (10 ml_). The mixture was refluxed for 4 hours and then 
concentrated to one-third volume. Water (200 mL) was added, and the mixture was extracted 
15 with diethyl ether. The organic extract was washed with 10% sodium carbonate solution, and 
dried over Na 2 S0 4 . After concentration, 8.6 g (81%) of methyl 3-methylsulfonylbenzoate was 
obtained. 

1 H NMR (CDCI 3 ) 5: 3.11 (s, 3H) t 4.02 (s, 3H), 7.68 (t, 1H), 8.13 (d, 1H), 8.32 (d, 1H), 6.00 (s, 
20 1H). 

To a solution of methyl 3-methylsulfonylbenzoate (4.4 g, 20.3 mmol) in anhydrous THF (100 
mL) was added lithium aluminum hydride (7 mL, 1.0 M solution in THF) via syringe at 0°C. 
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To solution of ethyl 3-{[(6-chloromethyl-3-pyridinyl)carbonyl}aminopropanoate (4.0 g, 14.8 
mmol) in DMSO (40 mL) was added KH 2 P0 4 (2.6 g, 14.8 mmol), K 2 HPO 4 (1-0 g, 7.4 mmol) 
and sodium bromide (1.5 g, 14.8 mmol). The mixture was heated at 100 °C under nitrogen 
for 6 hours. TLC showed the starting material was completely consumed. The mixture was 
5 poured onto water (100 mL), and extracted with ethyl acetate (3 x 50 mL). The combined or- 
ganic extracts were dried (MgS0 4 ), and concentrated. This material (aldehyde) was used 
without further purification in the next step. 

The crude material (283 mg) was dissolved in dichloromethane (10 mL), and fert-butylcyclo- 
10 hexylamine (70 mg, 0.45mmol) and sodium triacetoxy borohydride (190 mg, 0.89 mmol) 

were added. The mixture was stirred at room temperature for 16 hours, diluted with dichloro- 
methane (20 mL), washed with sodium bicarbonate solution (20 mL), brine (20 mL), dried 
(MgS0 4 ), and concentrated. Flash chromatography on silicagel eluting with chloroform:- 
methanol:ammonia:water, 90:10:0.5:0.5 provided the desired secondary amine (190mg); MS 
15 (APCI, pos.): 390.2. 

This material was dissolved in chloroform (5 mL), and 4-trifluoromethoxyphenyl isocyanate 
(150 mg, 0.73 mmol) was added. After stirring at room temperature for 16 hours, the mixture 
was concentrated. Flash chromatography on silica gel eluting with hexane:ethyl acetate, 1:1 
20 afforded the ethyl ester of the title compound (225 mg). 

1 H NMR (CDCI 3 ): 8 0.84 (s, 9H), 0.91-1.84 (m, 9H), 1.27 (t, 3H). 2.66 (t, 2H), 3.74 (q, 2H), 

4.12 (m, 1H), 4.17 (q, 2H), 4.48 (s, 2H), 7.07 (t, 1H), 7.12 (d, 2H), 7.41 (d, 1H), 7.46 (d, 2H), 

8.13 (d, 1H), 8.98 (d, 1H), 9.54 (s, 1H), 9.75 (s, 1H). 

25 

The above material was dissolved in THF (5 mL), and 1M LiOH (1 mL) was added. After stir- 
ring at room temperature for 3 hours, the solution was acidified with 1N HCI to pH = 4, and 
concentrated. The residue was dissolved in chloroform (20 mL), washed with brine (10 mL), 
dried (MgS0 4 ) and concentrated. The title compound crystallized from dichloromethane on 
30 addition of hexane. 

1 H NMR (DMSO-cf 6 ): 5 0.82 (s, 9H), 0.93-1.75 (m, 9H), 2.50 (t, 2H), 3.43 (t, 2H), 4.63 (m, 
1H), 4.63 (s, 2H), 7.24 (d, 2H), 7.38 (d, 1H), 7.55 (d, 2H), 8.13 (d, 1H), 8.73 (t, 1H), 8.93 (s, 
1H), 9.05 (s, 1H). 
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EXAMPLE 612 

3-((6-H-(4-tert-Butylcyclohe^ 
carbonvllaminolpropionic acid 




5 

Reaction scheme: 




10 To solution of 6-methylnicotinic acid (4.9 g, 35.7 mmol) in DMF (50 mL) was added HBTU 
(16.2 g, 42.8 mmol) and diisopropylethylamine (11.0 g, 85 mmol). The mixture was stirred at 
0°C for 30 min, and (^-alanine ethyl ester hydrochloride (6.57 g, 42.8 mmol) was added at 
0°C. The reaction was monitored by TLC. The reaction mixture was concentrated in vacuo , 
and the residue was dissolved in carbon tetrachloride (200 mL). NCS (5.2 g, 38.9 mmol) and 

15 a catalytic amount of benzoyl peroxide were added. After refluxing for 2 hours, the solvent 
was removed in vacuo . Column chromatography on silica gel eluting with hexane/ethyl ace- 
tate, 1:1 provided ethyl 3-{[(6-chloromethyl-3-pyridinyl)carbonyl}aminopropanoate as a white 
solid (2.9 g, overall yield 30%) 



20 1 H NMR (CDCI 3 ): 8: 1.20 (t, 3H), 2.55 (t, 2H), 3.70 (q, 2H), 4.13 (q, 2H), 4.68 (s, 2H), 7.52 (d, 
1H), 7.57 (t, 1H), 8.15 (d t 1H), 8.94 (s, 1H). 
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GC-MS (pos.): 255, 181. 

A/-{4-[([3-(2-ethoxy-1 J-dimethyl-2-oxoethyl)cyclohexyl]{[4-(trifluoromethoxy)anilino]carbony 
5 amino)methyl]benzoylamino}propionic acid 

To a solution of ethyl 2-(1,4-dioxaspiro[4.5]dec-7-en~8-yl)-2-methylpropanoate (694 mg t 3.51 
mmol) in THF (5 mL) was added 1N HCI. The mixture was stirred at room temperature for 72 
hours, diluted with sodium bicarbonate solution (20 mL), and extracted with ether (3 x 30 

10 mL). The combined organic extracts were dried (MgS0 4 ), and concentrated to give 666 mg 
colourless oil, GC-MS (pos.) 211, 138. The material was dissolved in ethanol (5 mL), and 20 
mg Pd/C (10% Pd) was added. The mixture was stirred under a hydrogen atmosphere for 16 
hours. The catalyst was filtered off by suction through celite, and the filtrate was concen- 
trated to give 670 mg colorless oil. This material was dissolved in DMF (10 mL), and THF (10 

15 mL), and A/-[4-(aminomethyl)benzoylamino]propionic acid (700 mg, 3.14mmol) was added 
followed by sodium triacetoxy borohydride (1.0 g, 4.7 mmol). The mixture was stirred at room 
temperature for five days, and filtered by suction. The filtrate was concentrated, and 
coevaporated with methanol and dichloromethane. The residue was dissolved in dichloro- 
methane (5 mL), and triethylamine (1 mL) and 4-trifluoromethoxyphenyl isocyanate (650 mg, 

20 3.20 mmol) was added. After stirring for 16h at room temperature, the mixture was filtered by 
suction, and the filtrate was concentrated. The residue was dissolved in dichloromethane 
(100 mL), washed with 1N HCI (2 x 50 mL), brine (50 mL), dried (MgS0 4 ), and concentrated. 
Flash chromatography on silicagel eluting with chloroform/methanol, 9:1 provided the title 
compound . 

25 

1 H NMR (CD 3 OD): 5 1.06 (s^1H), 1.09 (s, 6H), 1.22 (t, 2H), 1.46-1.85 (m, 8H), 2.69 (t, 2H), 
3.60 (t, 2H), 4.03 - 4.15 (m, 2H), 4.07 (s, 2H), 7.14 (d, 2H), 7.34^7.41 (m, 4H), 7.77 (d, 2H). 

MS (APCI, pos.): 622.2 

30 
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Reaction scheme: 




Ethyl 2-(1 ,4-dioxaspiro[4.5]dec-7-en-8-yl)-2-methylpropanoate: 

5 

To a solution of diisopropylamine (10. 1g, O.lmol) in THF (50 mL) at -78°C was added n-butyl 
lithium (48 mL of a 2M solution in hexane) during a period of 15 min. After 15 rnin ethyl iso- 
butyrate (1 1.6 g, O.lmol) was added dropwise during a period of 15 min. After additional 15 
min at -78°C, a precooled solution of 1 ,4-cyclohexanedione monoethylene ketal in THF (80 
10 mL) was added via cannula during a period of 1 5 min. After stirring for 2 hours at -78°C, the 
mixture was allowed to reach room temperature. It was poured onto ammonium chloride so- 
lution (100 mL), and extracted with ether (3 x 50 mL). The combined organic extracts were 
dried (MgS0 4 ) and concentrated to give 22 g colorless oil; GC-MS (pos.): 273, 255, 181. 

15 The crude material was dissolved in pyridine (80 mL), and thionyl chloride (7.5 mL) was 
added dropwise with cooling in an ice bath. After stirring for 16 hours at room temperature, 
water (100 mL), and ether (300 mL) was added. The two layers were separated, the organic 
layer was washed with 1N HCI (3 x 50 mL), brine (2 x 50 mL), dried (MgS0 4 ), and concen- 
trated to give 18.3 g of ethyl 2-(1,4-dioxaspiro[4,5]dec-7-en-8-yl)-2-methylpropanoate as a 

20 colourless oil. 



1 H NMR (CDCI 3 ): 5 1.22 (t, 3H), 1.30 (s, 6H), 1.74 (t, 2H), 2.18 (m, 2H), 2.33 (s, 2H), 3.96 (m, 
4H), 4.13(q,2H), 5.50 (s, 1H). 
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Example 610 (General procedure (Z)) 

3-(4-f 1 -(4-Cyclohexvlphenyl)-3-f(1 R)-1 -(2-naphthvl)ethvl1ureidomethvnbenzoylamino}- 
propionic acid 




o ch 3 



1 H NMR (DMSO-de): S 1.15-1.86 (m, 14H), 2.50 (t, 2H), 3.44 (q, 2H) ( 4.87 (s, 2H), 5.06 (t, 
1H). 6.26 (d, 2H), 7.10 (d, 2H), 7.19 (d, 2H), 7.26 (d, 2H). 7.43-7.50 (m, 3H), 7.68-7.76 (m, 
3H), 7.80-7.91 (m, 3H), 8.44 (s, 1H), 12.13 (s, 1H). 

LC-MS (APCI, pos.): 578 (M+1). 

EXAMPLE 611 

2-|4-[1-f4-(2-Carboxvethvlcarbamovl)benzvll-3-(4-trifluoromethoxvphenvl)ureido1cvclohexyl>- 
2-methvlpropionic acid ethyl ester 
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Example 608 (General procedure (Z)) 

3-{441-(4-Cyclohexvlphenvl)-3-((1R)-1-phenylethyl)ureidomethvl1be 
acid 



1 H NMR (acetone-de): 5 1.18-1.48 (m t 9H), 1.68-1.90 (m, 4), 2.51 (m, 1H), 2.65 (t, 2H), 3.63 
(q, 2H), 4.91 (s, 2H), 5.03 (m, 1H), 5.28 (d, 1H), 7.08-7.35 (m, 11H), 7.70-7.82 (m, 3H), 10.7 
(br f 1H). 

LC-MS (APCI, pos.): 528 (M+1). 

Example 609 (General procedure (Z)) 

3-f4-[1-(4-Cyclohexylphenvl)-3-((1SH-pte^ 

acid 



1 H NMR (DMSO-d 6 ): 6 1.12-1.40 (m, 9H), 1.62-1.85 (m, 5H), 2.50 (t, 2H), 3.43 (q, 2H), 4.78- 
4.95 (m, 3H) f 6.09 (d, 2H), 7.07 (d, 2H), 7.14-7.34(m, 9H), 7.73 (d, 2H), 8.44 (s, 1H), 12.15 
(s, 1H). 

LC-MS: (APCI, pos.): 528 (M+1). 




O CH 3 




O CH 3 



WO OO/698I0 



PCT/DKrtO/00264 



466 

Example 606 (General procedure (Z)) 

3-(4-ri-(4-Cvclohexvlphenvl)-3-(3.4-dichlorobenzvl)ureidomethvllbenzovlamino)propionic 
acid 




o 



1 H NMR (DMSO-d 6 ): 5 1.15 (m, 1H), 1.34 (t, 4H), 1.70 (m, 1H), 1.75 (d, 4H), 2.45 (t, 2H), 
3.45 (qt, 2H), 4.20 (d, 2H), 4.84 (s, 2H), 6.56 (t, 1H), 7.08 (d, 2H), 7.19-7.27 (m, 5H), 7.45 (s, 
1H), 7.57 (d, 1H), 7.73 (d, 2H), 8.48 (t, 1H), 12.21 (s. 1H). 

MS (APCI, pos): 582.1, 583.1, 584.1 

Example 607 (General procedure (Z)) 

3-(4-ri-(4-Cvclohexvlphenvl)-3-(1H-indol-5-vl)ureidomethvl1benzovlamino)propionic acid 




H 



'H NMR (DMSO-d 6 ): 8: 1.12-1.45 (m, 5H), 1.63-1.87 (m, 5H), 2.40-2.55 (br, 2H), 3.43 (q, 2H), 
4.96 (s. 2H), 6.32 (s, 1H), 7.0-7.08 (q, 1H), 7.13-7.29 (m, 6H), 7.36 (d, 2H), 7.54 (s. 1H), 7.76 
(m. 3H), 8.48 (t, 1H). 10.9 (s, 1H). 



LC-MS (APCI. pos.): 539 (M+1). 
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Example 605 (General procedure (Z)) 
344-f1-(4-CYclohex-1-enylphenvl^ 
propionic acid 




ci 

5 

Steps A to C of this general procedure (Z) are similar to steps A to C of the general proce- 
dure (Y). 

Step D: To a solution of the above benzoic acid (0.4 g, 0.81 mmol, prepared in step C) in 
10 DMF (4 mL) were added HBTU (0.37 g, 0.90 mmol), diisopropylethylamine (0.30 g, 2.4 

mmol), and ethyl 3-aminopropanoate hydrochloride (0.30 g, 2.4 mmol). After stirring the solu- 
tion for 16 hours, the reaction was diluted with ethyl acetate and washed with 1N HCI (3x), 
brine (3x), dried over MgS0 4 , filtered, and concentrated to a syrup. The crude material was 
introduced into a silica gel column and eluted with ethyl acetate/hexane (1/3 to 4/6) to afford 
15 3-{4-[1-(4-cyclohex-1-enylphenyl)-3-(3,5-dichlorophenyl)ureidomethyl]benzoylamino}- 
propionic acid ethyl ester in quantitative yield. 

Step E: The propionic acid ethyl ester prepared in step D was dissolved in THF (6 mL) and 
MeOH (3 mL). A solution of 2 M LiOH (3 mL) was then added and the reaction was stirred at 
20 room temperature for 30 minutes. The solvents were evaporated under reduced pressure. 
The residue was taken up in ethyl acetate and washed with 1 N HCI (2x), brine (2x), dried 
over MgS0 4 , filtered, and concentrated to a syrup. Addition of hexane followed by trituration 
precipitated the title compound (270 mg, 0.48 mmol) as a cream colored solid. 

25 1 H NMR (acetone-d Q ): 5: 1.58-1.85 (m, 4H), 2.15-2.28 (m, 2H), 2.32-2.44 (m, 2H), 2.65 (t, 
2H) f 3.63 (q, 2H), 5.01 (s, 2H), 6.24 (m, 1H), 7.04 (m, 1H), 7.22 (d, 2H), 7.38-7.48 (m, 4H), 
7.61 (d, 2H), 7.70-7.88 (m, 4H), 10.7 (br, 1H). 

LC-MS (APCI, pos.): 567(M+1). 

30 
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1 H NMR (DMSO-d 6 ): 5 0.83 (9H,s), 1.20 (1H,m), 1.35 (2H,m), 1.55 (4H,m), 1.77 (2H,m), 4.31 
(1H,m), 4.76 (2H,s), 7.42 (2H,d), 7.61 (1H,s), 8.05 (2H,d), 8.26 (2H, s), 9.12 (1H t s), 12.32 
(1H,s). 

5 EXAMPLE 604 

4-f1-(4-CvclopropvlcYclohexyl)-3-(4-tri^^ 
vQbenzamide 



20 



"''AX? 



10 1 H NMR (DMSO-c/e): 5 12.2 (s, broad), 8.59 (1H, s), 8.03 (2H, d), 7.55 (2H, d), 7.42 (2H, d), 
7.22 (2H, d), 4.63 (2H, broad), 4.12 (1H, m), 1.80-1.00 (9H, m), 0.49 (2H, m), 0.35 (2H, m). 

HPLC-MS (method B): m/z: 544, R t = 7.70 min. 

15 General procedure (Z) for solution phase preparation of compounds of general formula (Iv): 



9 o 

R 



HO 



^k*0 stepA KA^"» StepB VN/NyN. D 

O 

\ 

Y StepE H VA>*A StepD 1XV«, 



o o 



(Iv) 

wherein 

E and D are as defined for formula (I) and 
R is Ci-e-alkyl. 



o o 
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54.25% C; 4.02% H; 15.16% N. 

EXAMPLE 602 (general procedure (Y)) 
4-f1-(4-tert-Butvlcvclohexvl)-3-(3-^ 

5 tetrazol-5-yl)benzamide 



HPLC-MS (method B): m/z: 574, R t = 7.85 min. 

10 1 H NMR (DMSO-d 6 ): 5 0.83 (9H,s), 0.96 (1H,m), 1.14 (2H,m), 1.44 (2H,m), 1.73 (4H,m), 3.80 
(3H, s), 4.08 (1H,m), 4.68 (2H,s), 6.82 (1H,s) t 7.42 (2H,d), 7.46 (1H,s), 7.53 (1H,s), 8.05 
(2H,d), 8.71 (1H,s), 12.36 (1H,s). 

Microanalysis: calculated for C28H34F3N7O3: 
15 58.63% C; 5.97% H; 17.09% N; Found: 
58.45% C; 6.29% H; 17.04% N. 

EXAMPLE 603 (general procedure (Y)) 
4-[3-(3 1 5-Bis(trifluoromethvl)phenyl)-W 
20 tetrazol-5-vnbenzamide 




F 




HPLC-MS (method B): m/z: 512, R t = 8.20 min. 
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EXAMPLE 600 (general procedure (Y)) 

4-f1-(4-Cvclohexvlphenvl)-3-(4-fluoro-3-trifluoromethvlphenvl)ureidomethyll-A/-(2H-tetrazol-5- 
vQbenzamide 




5 

HPLC-MS (method B): m/z: 582. R, = 7.75 min. 

1 H NMR (DMSO-d 6 ): 8 1.20-1.45 (5H, m), 1.65-1.85 (5H, m), 5.00 (2H, s), 7.22 (4H, m), 7.38 
(1H, t), 7.48 (2H, d), 7.80 (1H,broad), 7.92 (1H, d), 8.03 (2H, d), 8.62 (1H. s), 12.4 (1H, 
10 broad). 

EXAMPLE 601 (general procedure (Y)) 

4-r3-(4-Bromo-3-trifluoromethvlphenvl)-1-(4-cvclohex-1-envlphenvl)ureidomethvl1-/\/-(2/-/- 
tetrazol-5-vl)benzamide 




HPLC-MS (method B): m/z: 641, R, = 8.2 min. 

1 H NMR (DMSO-de): 8 1.55-1.65 (m, 2H), 1.67-1.77 (m, 2H), 2.19 (broad, 2H), 2.35 (broad. 
20 2H), 5.00 (s, 2H), 6.20 (s, 1H), 7.23 (d. 2H), 7.45 (dd. 4H). 7.72 (d, 1H), 7.75 (d, 1H), 8.04 (d, 
2H), 8.05 (s, 1H), 8.72 (s, 1H), 12.4 (broad, 1H). 



Microanalysis: calculated for C 29 H2 5 Br F 3 N 7 0 2 : 
54.39% C; 3.93% H; 15.31% N. Found: 
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Example 598 (General procedure (Y)) 

4-f 1 -(4-Cyclohexvlphenyl)-3-((1 R)-1 -phenvlethvl)ureidomethyn-/V-(2H-tetrazol-5-vl)- 
benzamide 




o CH. 



5 



1 H NMR (acetone-de): 8 1.18-1.48 (m, 9H). 1.68-1.88 (m, 4H), 2.52 (m. 1H), 4.98 (s, 2H), 
5.05 (m, 1H), 5.37 (d, 1H), 7.15-7.35 (m, 9H), 7.47 (d, 2H), 8.09 (d, 2H), 11.3 (br, 1H). 

LC-MS (APCI, pos.): 524 (M+1). 

10 

EXAMPLE 599 (general procedure (Y)) 

4-f3-(4-Cvano-3-trif1uoromethvlphenvl)-1-(4-cvclohex-1-envlphenvl)ureidomethyl1-A/-(2H- 
tetrazol-5-vl)benzamide 



15 

HPLC-MS (method B): m/z: 587. R, = 7.65 min. 

1 H NMR (DMS0 8 ): 8 1.55-1.63 (2H,m), 1.68-1.76 (2H, m), 2.17 (2H, broad), 2.35 (2H, broad), 
5.05 (2H, s), 6.20 (1H. broad), 7.28 (2H, d). 7.43 (4H. dd), 8.02 (5H, m), 8.18 (1H, s), 9.20 
20 (1H,s), 12.35 (1H,s). 

Microanalysis: calculated for C3oH25F3N 8 02,0.5 mol H 2 0: 
60.50% C; 4.40% H; 18.81% N; Found: 
60.80% C; 4.49% H; 18.51% N. 




25 
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Example 596 (General procedure (Y)) 

441-(4-Cvclohexvlphenvl)-3-((1S)-1-phenvlethvl)ureidomethvn-A/-(2H-tetrazol-5-yl)benzamide 



5 1 H NMR (DMSO-de): 5 1.15-1.45 (m, 9H). 1.64-1.80 (m, 5H), 4.82-4.98 (m. 3H), 6.16 (d, 2H). 
7.08-7.38 (m, 1 1 H), 7.98 (d, 2H), 1 1 .0 (br, 1 H). 

LC-MS (APCI. pos.): 524 (M+1). 

10 Example 597 (General procedure (Y)) 

4-[1-(4-Cvclohexvlphenvl)-3-(4-cvano-3-trifluoromethvlphenvl)ureidomethvll-A/-(2/-/-tetrazol-5- 
vDbenzamide 



15 'H NMR (DMSO-of 9 ): 8 1.10-1.90 (m, 10H), 2.30 (br, 1H), 5.02 (s. 2H), 7.18-7.40 (m, 4H), 
7.45 (d, 2H), 7.95-8.20 (m, 5H), 9.14 (s, 1H), 12.34 (s, 1H). 




o CH 3 




N 



LC-MS (APCI. pos.): 589 (M+1). 
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1 H NMR (DMSO-c/ 6 ): 5 1.52-1.78 (m, 4H), 2.08-2.25 (br, 2H), 2.26-2.40 (br, 2H), 5.00 (s, 2H), 
6.19 (br, 1H), 7.14 (s, 1H), 7.22 (d, 2H), 7.36-7.50 (dd, 4H). 7.62 (s, 2H), 8.03 (d. 2H), 12.37 
(s, 1H), 16.02 (s, 1H). 

5 LC-MS (APCI, pos.): 562 (M+1 ). 

Example 594 (General procedure (Y)) 

4-f1-(4-Cvclohexvlphenvl)-3-(1H-indol-5-vl)ureidomethvn-/V-(2H-tetrazol-5-vl)benzarriide 




10 

1 H NMR (DMSO-d 6 ): 8 1.12-1.46 (m, 5H), 1.62-1.83 (m, 5H), 5.01 (s, 1H), 6.32 (s, 1H), 7.05- 
7.08 (q, 1H). 7.17-7.29 (m, 6H). 7.48 (d. 2H), 7.55 (s, 1H), 7.85 (s, 1H), 8.05 (d, 2H), 10.9 (s, 
1H), 12.36 (s, 1H), 16.0-16.2 (br, 1H). 

15 MS (APCI, pos.): 535 (M+1). 

Example 595 (General procedure (Y)) 

4-f1-(4-Cvclohexvlphenvl)-3-(3,4-dichlorobenzvl)ureidomethyn-A/-(2H-tetrazol-5-vl)benzamide 




o 

20 

1 H NMR: (DMSO-c/e): 6 1.20 (m, 1H), 1.30-1.50 (m, 4H). 1.60-1.70 (m, 5H). 4.21 (s, 2H), 4.89 
(s, 2H), 6.60 (m, 1H), 7.14 (d, 2H), 7.21 (d, 3H), 7.39 (d, 2H), 7.46 (s, 1H). 7.56 (d, 1H), 8.03 
(d, 2H), 12.30 (s, 1H), 16.00 (brd s, 1H). 

25 MS (APCI, pos): 578.1, 579.1. 580.1 
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1 H NMR (DMSO-d 9 ): 5 1.56 (m, 2H), 1.67 (m, 2H), 2.11 (m, 2H), 2.25 (m, 2H), 3.81 (s, 3H), 
4.34 (d, 2H), 5.89 (t, 1H), 6.34 (t, 1H), 6.49 (d, 2H), 7.10 (d t 2H), 7.47 (d, 2H), 7.90 (d, 2H). 

5 MS (APCI, pos): 322.1, 323.1. 

Step B: The above 4-[(4-cyclohex-1-enylphenylamino)methyl]benzoic acid methyl ester (5 g, 
. 0.015 mol) was dissolved in anhydrous dichloromethane and diisopropylethylamine ( 5.8 g, 
0.045 mol) was added. To this solution was added an isocyanate (eg. 3,5-dichlorophenyl- 
10 isocyanate) (0.018 mol). After stirring the reaction mixture for 3 hours, the solution was di- 
luted with ethyl acetate and washed with 1N HCI (2x), water, brine, dried over MgS0 4 , fil- 
tered, and concentrated under reduced pressure. The residue was introduced into a silica gel 
column and eluted with ethyl acetate/hexane (10/90) to give 4-[3-(3,5-dichlorophenyl-1- 
(cyclohex-1-enylphenyl)ureidomethyl]benzoic acid methyl ester (4 g). 

15 

MS (APCI, pos): 509.0. 510.0, 511.1. 

Step C: To a solution of the above 4-[3-(3,5-dichlorophenyl-1-(cyclohex-1-enylphenyl)ureido- 
methyl]benzoic acid methyl ester (1.5 g, 2 mmol) in THF (30 mL) and methanol (10 mL) was 

20 added an excess of 2 M LiOH (10 mL). After stirring the reaction mixture for 3 hours, the so- 
lution was concentrated. The residue was taken up in ethyl acetate and washed with 1 N HCI 
(2x) ( H 2 0 (2x), brine, and dried over MgS0 4 . Evaporation of the solvent gave the product as 
an oil. The oil was taken up in dichloromethane. Upon sitting, 4-[3-(3,5-dichlorophenyl-1- 
(cyclohex-1-enylphenyl)ureidomethyl]benzoic acid (1.2 g, quantitative) crystallized out of so- 

25 lution. 

Step D: To a solution of the above benzoic acid (0.4 g, 0.81 mmol) in DMF (4 mL) was added 
HBTU (0.37 g, 0.90 mmol), diisopropylethylamine (0.30 g, 2.4 mmol), and 5-aminotetrazole 
(0.24 g, 2.4 mmol). After stirring the solution for 16 hours, the reaction mixture was diluted 
30 with ethyl acetate and washed with 1N HCI (3x), brine (3x), dried over MgS0 4l filtered, and 
concentrated to a syrup. By addition of dichloromethane to the oil, the title compound preci- 
pitated as a creamy-white solid (200 mg, 0.36 mmol). 
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R is C^-alkyl. 

Example 593 (General procedure (Y)) 

441-(4-Cvclohex-1-enylphenyl)-3-(3^ 

benzamide 




4-Cyclohex-1 -enylaniline: 

10 A mixture of cyclohexanone (50 g, 0.325 mol), and aniline (95 g, 1 mol) in 12 M HCI (100 
mL), and ethanol (15 mL) was refluxed at 110°C for four days. The solution was cooled and 
diluted with ethyl acetate. The aqueous layer was basified with 6 M NaOH. The organic layer 
was separate and washed with brine (3x), dried over MgS0 4 , and concentrated to give a 
brown oil. Approximately half of the crude product was introduced into a silica gel column 

15 and eluted with 5% ethyl acetate/hexane to obtain the desired product along with aniline. The 
combined organic fractions were extracted with 1 N HCI and separated. Addition of brine to 
the aqueous layer precipitated the 4-cyclohex-1 -enylaniline as a cream colored solid (9 g). 

1 H NMR (DMSO-cf 6 ): 6 1.50-1.60 (m, 2H), 1.60-1.70 (m ? 2H), 2.10-2.15 (m, 2H), 2.20-2.30 
20 (brd s, 2H), 5.00 (s, 2H), 5.90 (t, 1H), 6.50 (d, 2H), 7.10 (d, 2H). 

Step A: To a solution of E-NH 2 (eg 4-cyclohexenylaniline, prepared as described above) 
(0.023 mol) and methyl 4-formylbenzoate (3.77 g, 0.023 mol) in dichloromethane (50 mL) 
and methanol (15 mL) was added a catalytic amount of acetic acid. After stirring the solution 

25 for 3 hours, Na(OAc) 3 BH (24 g, 0.1 15 mol) was added. The reaction was allowed to stir at 
room temperature for 16 hours. The reaction mixture was diluted with ethyl acetate and 
washed with aqueous sodium bicarbonate (3x), brine (2x), dried over MgS0 4 , filtered, and 
concentrated to give an orange solid. The crude product was introduced into a column of sil- 
ica gel and eluted with ethyl acetate/hexane (5/95) to give 4-[(4-cyclohex-1-enylphenyl- 

30 amino)methyl]benzoic acid methyl ester (5g, 0.015 mol). 
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MS (APCI, pos.): 602.3 

EXAMPLE 592 (General procedure (X)) 
3-(4-(A/-(4-CvcbhexylphenvlV^ 
5 benzovlamino)propionic acid 



1 H NMR (acetone-d 6 ): 5 1.20-1.38 (m, 5H). 1.70-1.80 (m, 5H), 2.24 (s, 3H), 2.27 (s, 6H), 2.41 
(m, 1H), 2.65 (t, 2H), 3.65 (qt, 2H), 3.94 (s, 2H). 4.84 (s, 2H), 5.92 (s, 1H), 6.81 (d, 2H), 6.85 
10 (d, 2H), 7.04 (s, 1H), 7.06 (d, 2H), 7.58 (d, 2H), 7.84 (d t 2H) t 9.61 (s, 1H). 

MS (APCI, pos): 620.2, 621.3. 

General procedure (Y) for solution phase preparation of compounds of general formula (lu): 

15 






o 



o 



wherein 



20 E and D are as defined for formula (I) and 
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EXAMPLE 591 (General procedure (X)) 
3-(4-(/V-(c/s-4-te/t-BuM^ 
methyl)benzoylamino)propionic acid 




1 H NMR (DMSO-de): S 0.86 (s, 9H), 1.10 (s, 1H), 1.25-1.35 (m, 4H), 1.57 (m, 2H), 1.91 (m. 
2H), 2.20 (s, 9H), 2.47 (t, 2H), 3.31 (m, 1H), 3.42 (t, 2H), 3.90 (s, 2H), 4.08 (m, 2H), 7.79 (s, 
1H), 6.83 (s, 2H), 6.85 (d, 1H) f 7.47 (d, 1H), 7.73 (d, 1H), 8.48 (t, 1H), 8.90 (s, 1H), 12.18 (s. 
1H). 

10 

Preparation of 5-(2,4,6-trimethylbenzyl)furan-2-carbonyl chloride: 

Step A: 1,3,5-Trimethylbenzene (6.85 g, 57 mmol), methyl 5-chloromethyl-2-furanoate (2.48 
g, 14.2 mmol) and aluminum trichloride (2.46 g, 18 mmol) were refluxed in dichloromethane 
(30 mL) for 4 h. The reaction was quenched with water, and the two layers were separated. 
15 The organic layer was concentrated and passed through a silica gel column. Hexane was 
used as the mobile phase to elute the product. The 5-(2,4,6-trimethylbenzyl)furan-2- 
carboxylic acid methyl ester was obtained as a yellow oil (86%). 

Step B: The methyl ester (2.9 g, 1 1 .6 mmol) from above was dissolved in methanol (50 mL) 
20 and 4 M NaOH (12 mL, 46.5 mmol) was added. The reaction was stirred overnight and made 
acidic using 1 N HCI. The reaction mixture was concentrated, dissolved in ethyl acetate, 
washed with brine, and dried over MgS0 4 . Upon evaporation of the solvent, the correspond- 
ing carboxylic acid was obtained as a light yellow solid (2.7 g, 98%). 

25 Step C: The furanyl carboxylic acid (2.59 g, 0.6 mmol) was dissolved in dichloromethane (20 
mL) and thionyl chloride (10 mL, 106 mmol) was added dropwise. The reaction was refluxed 
for 3 hours and concentrated to dryness. The residue was passed through a silica gel plug- 
column using dichloromethane. The 5-(2,4,6-trimethylbenzyl)furan-2-carbonyl chloride was 
obtained as a yellow solid upon evaporation of the solvent (2.7 g, 97%). 

30 
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EXAMPLE 589 (General procedure (X)) 

3-(44M-(c/s^-tert-Butyl(^clohexvl)-<V'-(3.4-difluorobenzovl)hvdrazinomethvl1benzovlamino)- 
propionic acid 




5 

'H NMR (DMSO-de): 8 0.85 (s, 9H), 1.03 (m, 1H), 1.36 (m, 4H), 1.59 (m, 2H), 1.92 (m, 2H), 
2.44 (t. 2H). 3.41 (t, 2H), 4.04 (m, 3H), 7.46 (m, 4H), 7.60 (q, 1H), 7.72 (d. 2H), 8.47 (t, 1H), 
9.30 (s,1H). 

10 MS (APCI.pos.): 516.2. 

EXAMPLE 590 (General procedure (X)) 

3-(44A/-(c/s-4-tert-Butvlcvclohexvl)-A/'-(34rifluoromethoxvbenzovl)hvdrazinomethyl1benzovl- 
amino)propionic acid 




1 H NMR (DMSO-d 6 ): 8 0.87 (s, 9H), 1.08 (m, 1 H), 1.38 (m, 4H), 1.61 (m, 2H), 1.95 (m, 2H), 
3.41 (t. 2H). 4.10 (m, 2H), 7.45-7.53 (m, 3H). 7.62 (d. 1H), 7.74 (d, 1H), 8,44 (t, 1H), 9.38 
(S, 1H), 12.19 (s, 1H). 

20 

MS (APCI, pos.): 564.2. 
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EXAMPLE 587 (General procedure (X)) 

3-(44/V'-(4-Butoxvbenzovl)-/V-indan-2-vlhvdrazinorriethvl]ben20vlamino}propionic acid 



5 1 H NMR (DMSO-d 6 ): 5 0.91 (t, 3H), 1 .41 (quintet, 2H), 1 .67 (quintet, 2H), 2.49 (t, 2H, 3.96 (t, 
2 H), 4.15 (m, 2 H), 6.88 (d, 2H), 7.09 - 7.18 (m, 2H). 7.10-7.20 (m, 2H), 7.50 (t, 4H), 7.72 
(d, 2H), 8.47 (t, 1 H), 9.13 (s. 1 H). 

MS (APCI, pos.): 530.2. 

10 

EXAMPLE 588 (General procedure (X)) 

3-(4-f/V-(c/s^-tert-Butvlcvclohexvl)-A/-(3.5-dichlorobenzovl)hvdrazinomethvnbenzovlarninoV 
propionic acid 



1 H NMR (DMSO-d 6 ): 8 0.85 (s, 9H), 1.04 (m, 1H), 1.37 (m. 4H), 1.58 (m, 2H), 1.92 (m, 2H), 
2.44 (t, 2H), 3.42 (t, 2H), 4.16 (m, 3H), 7.44 (d, 2H), 7.58 (s, 2H), 7.74 (d, 2 H), 7.75 (s, 1H), 
8.48 (t, 1H), 9.42 (s, 1H). 

20 MS (APCI, pos.): 548.2, 550.1. 





ci 



15 
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APCI [M - NH^ = 199.0. 

Preparation of 3-{4-[N-(4-cyclohexylphenyl)hydrazinomethyl]benzoylamino}propionic acid 
5 ethyl ester hydrochloride: 




HCl 



3-{4-[(4-Cyclohexylphenylamino)methyl]benzoylamino}propionic acid ethyl ester (0.6 g, 1.47 
10 mmol) was dissolved in dichloromethane (12 mL) and O-mesitylenesulfonylhydroxylamine 
(0.79 g, 3.68 mmol) was added while stirring at 0°C. The solution stirred for 20 min. The solu- 
tion was concentrated to 1/4 its original volume and loaded onto a silica gel column packed 
with 25% ethyl acetate/hexane. The product was eluded with 5% methanol/ethyl acetate. To 
each 50 mL fraction, which contained product, 4 mL of 1 M HCI/diethyl ether was added. The 
15 fractions were combined and concentrated to give a rust colored solid. The solid was dis- 
solved in ethyl acetate (10 mL) and hexane (20 mL) was added. A white precipitate formed 
and was collected by filtration followed by rinsing with ethyl acetate to give 3-{4-[W-(4-cyclo- 
hexylphenyl)hydrazinomethyl]benzoylamino}propionic acid ethyl ester hydrochloride as a 
white solid (0.1 g, 15% yield). The product was stored in a freezer at -70°C until the next 
20 step. 

APCI [M] + = 424.2. 

Examples of products prepared according to general procedure (X). 



25 
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, CH 3 




Preparation of (1): See Tamura, Y.; Minamikawa, J.; Ikeda, M. Synthesis 1977, 1. 

5 Mesitylenesulfonyl chloride (6.75 g, 31 mmol) was added to a solution of ethyl acetohydrox- 
amate (3.2 g, 31 mmol) and triethylamine (4.6 ml_) in DMF (25 ml_) dropwise over a period of 
20 minutes while stirring on an ice bath. Stirring was continued for an additional 20 min at 0 - 
10°C and the reaction mixture was poured into ice/water (100 mL). The solution was stirred 
for 10 min and a white solid precipitated. The product was collected by vacuum filtration and 
10 washed with water (200 mL). The solid was dissolved in diethyl ether (200 mL) and dried 
over MgS0 4 . The solution was concentrated to give an off white solid which was dissolved in 
hot hexane. White crystals formed by placing the solution in a -30°C freezer overnight. The 
crystals were collected by filtration and dried with suction for one hour affording the product, 
(1)(6g, 90% yield). 

15 

1 H NMR (300 MHz, DMSO-cfe): 8 7.71 (s, 2H), 3.84 (q, 2H), 2.56 (s, 6H), 2.29 (s, 3H), 2.01 (s, 
3H), 1.12 (t, 3H). 

APCI [M]' = 286.1. 

20 

Preparation of (2): See Tamura, Y.; Minamikawa, J.; Ikeda, M. Synthesis 1977, 1. 

To a solution of (1) (2 g, 6.7 mmol) in dioxane (8 mL) was added 70% perchloric acid (1.2 
mL) dropwise while stirring at 0°C over a period of 10 minutes. The solution stirred for an ad- 
25 ditional 10 minutes at 0 - 10°C and the reaction mixture was poured into ice/water (100 mL). 
The solution was stirred for 10 min and a white solid precipitated. The solid was collected by 
filtration, washed with cold water (200 mL) followed by cold hexane (100 mL) and dried by 
maintaining suction for 1 hour to give the product, (2), as a white powder (1.4 g, 97% yield). 



30 



1 H NMR (300 MHz, DMSO-d 6 ): 8 9.24 (bs, 2H), 6.78 (s, 2H), 2.51 (s, 6H), 2.18 (s, 3H). 
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forded A/-(1-ethylpentyl)hydrazinecarboxylic acd 9H-fluoren-9-ylmethyl ester as a white foam 
(7 g, 87% yield): APCI [M]* = 367.2. 

The above ethylpentyl compound (7 g, 19.1 mmol) was dissolved in acetonitrile (200 ml_) and 
5 the 3-(4-chloromethylbenzoylamino)propionic acid ethyl ester (5.7 g, 21 mmol) was added. 
Potassium carbonate (7.9 g, 57.3 mmol) and sodium iodide (catalytic) were added and the 
solution was stirred at 50°C for 36 hours. The solution was diluted with ethyl acetate (800 
mL) and washed with aqueous sat NaHC0 3 (3 x 300 mL), brine (3 x 300 mL), dried over 
MgS0 4 and concentrated to give a beige foam. Purification by silica gel flash chromatogra- 
10 phy eluting with 60% ethyl acetate/hexane to give 3-{4-[A/-(1-ethylpentyl)-A/-(9H-fluoren-9- 
ylmethylmethoxycarbonyl)hydrazinomethyl]benzoylamino}propionic acid ethyl ester as a 
white foam (6 g, 52.4% yield). 

1 H NMR (300 MHz, DMSO-d 0 ): 5 9.51 (t, 1H), 9.39 (s, 1H), 7.87 (d, 2H), 7.71 (d, 2H), 7.58 (d, 
15 2H), 7.39 (m, 4H), 7.28 (m, 2H), 4.28 (m, 2H), 4.19 (d, 2H), 4.05 (q, 2H), 3.89 (s, 2H), 3.48 
(q, 2H), 2.56 (m f 3H), 1.19 (m, 12H), 0.80 (m, 6H). 

APCI [Mf = 600.3. 

20 The above propionic acid ethyl ester compound (2.5 g, 4.2 mmol) was dissolved in DMF (15 
mL) and piperidine (1.5 mL) was added while stirring at room temperature. TLC showed 
complete deprotection after 10 minutes. The solution was diluted with ethyl acetate (350 mL) 
and washed with H 2 0 (2 x 100 mL), brine (1 x 100 mL) and the organic layer was loaded di- 
rectly onto a silica gel column packed with 20% ethyl acetate/hexane. 1 L of 20% ethyl ace- 

25 tate/hexane was flushed through the column followed by 50% ethyl acetate/hexane, followed 
by 80% ethyl acetate/hexane, which eluded the product. To each 50 mL fraction, which con- 
tained product, 4 mL of 1 M HCI/diethyl ether was added. The fractions were combined and 
concentrated to give 3-{4-[A/-(1-ethylpentyl)hydrazinomethyl]benzoylamino}propionic acid 
ethyl ester hydrochloride as an orange solid (1.2 g, 69.6% yield). The compound was used 

30 immediately in the next step. 



APCI [M] + = 378.2. 
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product, 4 mL of 1 M HCI/diethyl ether was added. The fractions were combined and concen- 
trated to give 3-{4-[W^-c/s-terf-butylcyd^ acid 
ethyl ester hydrochloride as an orange solid (3.6 g, 85.5% yield). The compound was used 
immediately in the next step. 

5 

APCI [M] + = 404.3. 

Preparation of 3-{4-[A/-(1-ethylpentyl)hydrazinomethyl]benzoylamino}propionic acid ethyl es- 
ter hydrochloride: 

10 




O 0 




Fmoc-hydrazide (12 g, 47.2 mmol) was dissolved in ethanol (400 mL) and 2-ethylhexanal 
(7.3 g f 56.6 mmol) was added. Glacial acetic acid (4 mL) was added and the solution stirred 
15 for 18 h at room temperature. W'-(1-ethylpentylidene)hydrazinecarboxylic acid 9H-fluoren-9- 
ylmethyl ester precipitated out of solution, and was collected by vacuum filtration and rinsed 
with ethanol to give beige needles (8 g, 47% yield). 

APCI [M] + = 365.2. 

20 

The above ethylpentylidene compound (8 g, 21.9 mmol) was dissolved in anhydrous ethanol 
(600 mL) and Pt0 2 (150 mg, 0.68 mmol) was added. The solution was stirred under a H 2 at- 
mosphere (1 atm) at room temperature for 6 hours. The solution was passed through a bed 
of silica gel followed by two volumes of ethyl acetate and concentrated to give a white foam. 
25 Purification by silica gel flash chromatography eluting with 15% ethyl acetate/hexane af- 
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foam. Purification by silica gel flash chromatography eluting with 10% ethyl acetate/hexane 
afforded A/-(4-c/s-fert-butylcyclohexyl)hydrazinecarboxylic acid 9H-fluoren-9-ylmethyl ester 
as a white foam (12 g, 71% yield). By eluting with 15% ethyl acetate/hexane the correspond- 
ing trans isomer, A/-(4-frans-fert-butylcyclohexyl)hydrazinecarboxylic acid 9H-fluoren-9-yl- 
5 methyl ester, is obtained (2 g, 12% yield) as a white foam. 

cis isomer: 1 H NMR (300 MHz) (CDCI 3 ): 8 778 (d, 2H), 7.59 (d, 2H), 7.43 (m, 2H), 7.34 (m, 
2H), 4.48 (d, 2H), 4.25 (t, 1H), 3.21 (m, 1H), 1.80 (m, 2H), 1.36 (m, 6H). 1.01 (m, 1H), 0.87 
(S, 9H). 

10 

APCI [M] + = 393.2. 

The above cis isomer (8 g, 20 mmol) was dissolved in acetonitrile (200 mL) and the 3-(4- 
chloromethylbenzoylamino)propionic acid ethyl ester (6 g, 22.4 mmol), potassium carbonate 

15 (8.4 g, 61 mmol), and sodium iodide (catalytic) were added and the solution was stirred at 
50°C for 36 hours. The solution was diluted with ethyl acetate (800 mL) and washed with 
aqueous sat NaHC0 3 (3 x 300 mL), brine (3 x 300 mL), dried over MgS0 4 and concentrated 
to give a golden foam. Purification by silica gel flash chromatography eluting with 50% ethyl 
acetate/hexane afforded 3-{4-[A/-(4-c/s-fe/t-butylcyclohexyl)-A/-(9H-fluoren-9-ylmethyl- 

20 methoxycarbonyl)hydrazinomethyl]benzoylamino}propionic acid ethyl ester as a white foam 
(6 g, 47% yield). 

1 H NMR (300 MHz, DMSO-d 6 ): 8 8.52 (t, 1H), 8.36 (s, 1H), 7.84 (d, 2H), 7.53 (d, 2H), 7.51 (t, 
2H), 7.42 (m, 4H), 7.25 (t, 2H), 4.17 (d, 2H), 4.04 (m, 4H), 3.48 (m, 2H), 3.13 (m, 1H), 2.57 
25 (d, 2H), 1.92 (m, 2H), 1.78 (m, 2H), 1.33 (m, 4H), 1.01 (m, 1H), 0.85 (s, 9H). 

APCI [M] + = 626.3. 

The above propionic acid ethyl ester (6 g, 9.6 mmol) was dissolved in DMF (15 mL) and 
30 piperidine (1.5 mL) was added while stirring at room temperature. TLC showed complete 
conversion after 10 minutes. The solution was diluted with ethyl acetate (350 mL) and 
washed with water (2 x 100 mL), brine (1 x 100 mL) and the organic layer was loaded directly 
onto a silica gel column packed with 20% ethyl acetate/hexane. 1 L of 20% ethyl acetate/- 
hexane was flushed through the column followed by 50% ethyl acetate/hexane, followed by 
35 80% ethyl acetate/hexane which eluded the product. To each 50 mL fraction that contained 
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The starting materials (hydrazines) can be prepared as follows: 

Preparation of 3-{4-[W^-c/s-fert-butylcyclohexyl)hydrazinomethyl]benzoylamino}propionic 
acid ethyl ester hydrochloride: 




Fmoc-hydrazide (12 g, 47.2 mmol) was dissolved in ethanol (400 mL) and 4-fert-butyl- 
cyclohexanone (8.73 g, 56.6 mmol) was added. Glacial acetic acid (4 mL) was added and 

10 the solution stirred for 18 hours at room temperature. The solution was concentrated to 1/4 
its original volume and diluted with ethyl acetate (600 mL). The organic layer was washed 
with sat. aq NaHC0 3 (1 x 200 mL), brine (2 x 200 mL), dried over MgS0 4 and concentrated 
to give a yellow foam. Purification by silica gel flash chromatography eluting with 20% ethyl 
acetate/hexane to give A/-(4-fert-butylcyclohexylidene)hydrazinecarboxylic acid 9H-fluoren-9- 

15 ylethyl ester as a beige foam (16.9 g, 92% yield). 

1 H NMR (300 MHz, DMSO-c/ 6 ): 8 9.98 (s, 1H), 7.89 (d, 2H), 7.48 (d f 2H), 7.43 (m, 2H), 7.31 
(m, 2H), 4.29 (d t 2H) f 2.12 (m, 1H), 1.80 (m, 4H), 1.12 (m, 4H), 0.86 (m, 10H). 

20 APCI[Mr = 391.2. 

The above cyclohexylidene compound (16.9 g, 43.3 mmol) was dissolved in anhydrous 
ethanol (400 mL) and Pt0 2 (200 mg, 0.9 mmol) was added. The solution was stirred under a 
H 2 atmosphere (1 atm) at room temperature for 18 hours. The solution was passed through a 
25 bed of silica gel followed by two volumes of ethyl acetate and concentrated to give a yellow 
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MS (APCI, pos): 549.2, 550.2 

General procedure (X) for solution phase synthesis of compounds of the general formula (It): 



o 




H 



(it) 

wherein D and E are as defined for formula (I). 

Step 1 : Solutions of the desired acid chloride (0.01 mmol) in dichloroethane are placed into 
the appropriate wells of a 1 mL deep-well plate. A solution of the hydrazide (0.01 mmol) in 
dichloroethane, and a solution of triethylamine (0.05 mmol) in dichloroethane are then added 
into all of the wells of the deep-well plate. The reaction mixtures are allowed to react for 12 
hours. 



Step 2: To the wells above are added excess aqueous 2M LiOH. After stirring the plates for 
at least three hours, the solvents are removed to afford the crude products. 
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1 H NMR: (DMSO-cfe): 5 1.16-1.27 (m, 5H), 1.69-1.72 (m, 5H), 2.29 (brd m, 1H), 4.71 (s, 2H). 
4.77 (s, 2H), 6.54 (d, 2H), 6.94 (d, 2H), 7.28 (s. 2H), 7.42 (m. 4H), 8.03 (d, 2H), 12.25 (brd s, 
1H), 16.00 (brd s, 1H). 

MS (APCI, pos): 545.2 

EXAMPLE 585 (General procedure (W)) 

4-(f(3-Chlorobenzvl)-(4-cvclohexvlphenvl)amino1methvl)-A/-(2H-tetrazol-5-yl)benzamide 




1 H NMR: (DMSO-de): 5 1.16-1.24 (m, 5H), 1.60-1.70 (m, 5H), 2.30 (m, 1H), 4.71 (s, 2H). 4.77 
(d, 2H), 6.54 (d, 2H), 6.93 (d, 2H), 7.21 (d, 1H), 7.29 (m, 2H), 7.34 (d, 1H), 7.41 (d, 2H), 8.05 
(d, 2H), 12.36 (s, 1H), 16.04 (brd s, 1H). 

MS (APCI, pos): 501.2,503.1 

EXAMPLE 586 

3-(4-([(frans-4-te/t-BuWlcvclohexvl)-(4-trifluoromethoxvbenzovl)amino1methvl)benzovlamino)- 
propionic acid 




This compound was made from 3-{4-[(frans-4-/ert-butylcyclohexylamino)methyl]benzoyl- 
amino}propionic acid methyl ester with trifluoromethoxybenzoyl chloride according to a typi 
cal acylation procedure, followed by hydrolysis. 



1 H NMR: (CDCI 3 ): 5 0.76 (m, 10H), 1.46 (d, 2H), 1.60-1.80 (brd m, 6H), 2.60 (t, 2H). 3.56 (m, 
1H), 3.63 (qt, 2H), 4.69 (s, 2H), 7.18 (m, 2H), 7.32 (m, 2H), 7.45 (m, 2H), 7.70 (d, 2H). 
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EXAMPLE 582 (General procedure (W)) 

3-(4-(f(4-Cvclohexvlphenvl)-(3.5-dichlorobenzvl)amino1methvl}benzovlamino)propionic acid 



5 1 H NMR: (DMSO-c/ 6 ): 8 1 .20-1 .28 (m, 5H), 1 .67-1 .71 (m, 5H). 2.30 (m, 1 H), 2.46 (t, 2H), 3.44 
(qt. 2H), 4.69 (s, 2H), 4.73 (s. 2H), 6.53 (d. 2H). 6.94 (d. 2H), 7.28 (s, 2H). 7.31 (d, 2H), 7.47 
(s, 1H). 7.77 (d, 2H), 8.49 (brd t, 1H). 

MS (APCI, pos): 539.2, 541.0, 542.0 

10 

EXAMPLE 583 (General procedure (W)) 

3-(4-([(3-Chlorobenzvl)-(4-cvclohexvlphenvnamino1methyl>benzovlamino)propionic acid 



15 1 H NMR: (DMSO-d e ): 5 1.05-1.38 (m. 5H). 1.57-1.80(m. 5H), 2.29 (br, 1H), 2.46 (t, 2H), 3.42 
(q, 2H), 4.68 (d, 4H), 6.53(d, 2H), 6.92 (d, 2H), 7.18-7.45 (m. 5H), 7.76(d, 2H), 8.46 (t, 1H), 
12.3 (br, 1H). 

LC-MS (APCI, pos.): 505 (M+1 ). 

20 

EXAMPLE 584 (General procedure (W)) 

4-(f(3-Bromobenzvl)-(4-cvclohexvlphenvl)amino1methyl)-/S/-(2H-tetrazol-5-vl)benzamide 
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when the reaction was complete. The product from step 4 was used in the next step without 
further purification or characterisation. 

Step 5: To a solution of the product from step 4 (1 .7 g) in methanol (30 mL) was added 2M 
5 aqueous lithium hydroxide (10 mL). The mixture was stirred at room temperature for 30 min- 
utes and then diluted with water and washed with diethyl ether (2 x 30 mL). The aqueous 
layer was acidified with dilute hydrochloric acid and extracted with diethyl ether. The organic 
extract was dried (MgS0 4 ) and concentrated to give a crude product, which was purified by 
HPLC to afford the title compound . 

10 

1 H NMR: (DMSO-c/ 6 ): 5 0.78 (s, 9H), 0.89 (m, 3H), 1.29 (qt, 2H), 1.77 (d, 2H), 1.85 (d, 2H), 
2.31 (t, 1H) f 2.47 (t, 2H), 3.42 (qt, 2H), 3.60 (s, 2H), 3.62 (s, 2H), 7.36 (m, 3H), 7.40 (d, 2H), 
7.76 (d,2H), 8.47 (t, 1H). 

15 MS (APCI.pos): 519.2, 521.1 

EXAMPLE 581 (General procedure (W)) 

3-(4-(r(3-Bromobenzvl)-(4-cvclohexvlphenyl)amino1methvl)benzovlamino)propionic acid 




20 

1 H NMR: (MeOH-d 4 ): & 1.34-1.37 (m, 5H), 1.70-1.77 (m, 5H), 2.20 (m, 1H), 2.56 (t, 2H), 3.60 
(t, 2H), 4.11 (s, 2H), 4.65 (s, 2H), 6.61 (d, 2H), 6.95 (d, 2H), 7.20 (d, 2H), 7.30 (m, 4H), 7.72 
(d, 2H). 



25 MS (APCI, pos): 551.1, 552.0 
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Step 2 : To a solution of the product obtained from step 1 (1.15 g, 3.8 mmol) and 3,5-dichloro- 
benzylchloride (0.74 g, 3.8 mmol) in acetonitrile (50 mL) was added potassium carbonate 
(0.79 g 5.7 mmol). The mixture was refluxed overnight. After cooling to room temperature, 
5 water (100 mL) was added, and the mixture was extracted with diethyl ether. The organic 
extract was dried (MgS0 4 ) and concentrated to a give crude product, which was purified by 
column chromatography to afford 1.7 g (97%) of 4-{[(4-fe/t-butylcyclohexyl)-(3,5-dichloro- 
benzyl)amino]rnethyl}benzoic acid methyl ester. 

10 1 H NMR (CDCI 3 ): 8 0.85(s, 9H), 1.22-1.59(m, 5H), 1.78-198(m, 4H), 2.41(m, 1H), 3.57(s, 
2H)), 3.66(s, 2H), 3.87(s, 3H), 7.18(s, 1H), 7.24(s, 2H), 7.40(d, 2H), 9.08(d, 2H). 

LC-MS (APCI, pos.): 463(M+1 ). 

15 Alternatively, step 2 can be performed as a reductive alkylation using an aldehyde (D-CHO 
instead of D-CH 2 -Lea) together with a reducing agent such as sodium cyanoborohydride. 

Step 3: To a solution of the product from step 2 (1.7 g) in methanol (30 mL) was added 1 0% 
aqueous potassium hydroxide (10 mL) and the mixture was stirred at room temperature for 2 
20 hours. The mixture was diluted with water and extracted with diethyl ether (2 x 30 mL). The 
aqueous layer was neutralised with dilute hydrochloric acid, and extracted with diethyl ether. 
The organic extract was dried (MgS0 4 ) and concentrated to give 1.6 g (100%) of 4-{[(4-tert- 
butylcyclohexyl)-(3,5-dichloro-benzyl)amino]methyl}benzoic acid . 

25 'H NMR (CDCI3, 5): 8.01(s, 9H), 0.9-1. 10(m, 4H), 1.66(m, 1H), 1.89(m, 2H), 2.32(m, 2H), 
3.10(m, 1H), 4.21(s, 2H), 4.52(m, 2H), 7.58(s, 1H), 7.60-7.70(m, 3H), 7.88(d, 2H), 11.0(br, 
1H). 

LC-MS (APCI, pos.): 449 (M+1). 

30 

Step 4: To a solution of the product obtained in step 3 (1.6 g, 3.7 mmol) in DMF (30 mL) was 
added HBTU (1.5 g, 4.0 mmol) and diisopropylethylamine (1 g, 8 mmol). The mixture was 
stirred at 0°C for 30 minutes, and then (3-alanine ethyl ester hydrochloride (1 .2 g, 8 mmol) 
was added at 0°C. The reaction was monitored by TLC, and DMF was evaporated in vacuo 
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General procedure (W) for the solution phase synthesis of compounds of general formulae 
(Is) and (Is'): 



0 NaCNBH 3 D-CHO/ NaCNBH 3 

d Jl H0Ac I! 0f 9 

0 n E " N " 2 . R o \\ e D "° H2 - Lea ^o-V^ e 



Step 1 Step 2 



Step 3 aq. NaOH 



. *N 0 0 
HN 'N^N'^ S Y <;55? ] E Amide coupling ho ^j^ E 



Step 4 



(Is) 



Step 4 Amide coupling 



HO 



O O 

w'^v^i p Hydrolysis O 0 



S N' J V^1 E 



(Is') 



Step 5 

(Is 1 ) 



5 



wherein R is C^-alkyl, 

D and E are as defined in general formula (I) and 

10 Lea is a leaving group such as chloro, bromo, iodo, mesyl or tosyl, 

The general procedure (W) is illustrated by the following example. 

EXAMPLE 580 (general procedure (W) 
15 3'(4-(r(frans-4-ter/-Butvlcvclohexvl)-(3 1 5-dichlorobenzvl)amino1methvl>benzoylamino)- 
propionic acid 

CH 3 

H3C-I-CH3 Trans 



O O f^S CI 



HO 

CI 



Step 1 : This step is identical to that described in general procedure (K), step 1 . 
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To as suspension of above 4-[(2H-tetrazol-5-ylamino)methyl]benza!dehyde hydrochloride 
(1.0 g, 4.17 mmol) in methanol (10 mL) was added triethylamine, until a clear solution was 
obtained. 4-(ferf-butylcyclohexyl)amine (c/s/frans-mixture) (650 mg, 4.17 mmol) was added. 
5 Acetic acid was added to adjust the pH to 6. The mixture was stirred at room temperature for 
16 hours, and NaBH(OAc) 3 (1.0 g, 4.7 mmol) was added. After stirring for 16 hours at room 
temperature, the mixture was filtered and concentrated. The crude {4-[(4-fert-butylcyclohexyl- 
amino)methyl]benzyl}-(2H-tetra2ol-5-yl)amine was used without further purification in the next 
step. 

10 

MS (APCI, pos.): 343.2 (M+1). 

To a solution of above amine (288 mg, 0.84 mmol) in dichloromethane (10 mL) was added 4- 
trifluoromethoxyphenylisocyanate (180 mg, 0.84 mmol). After stirring for 16 hours at room 
15 temperature, the title compound (75 mg) crystallized out as a mixture of cis and trans- 
isomers. 

1 H NMR (DMSO-de): 5 0.80, 0.82 (2 s, 9H), 0.92 (m, 1H), 1.09 (q, 2H), 1.34 - 1.51 (m, 3H), 
1.64 - 1.75 (m, 3H), 4.00 (m, 0.75H), 4.21 (m, 0.25H), 4.35 (d, 2H), 4.53 (s, 1.5H), 4.64 (s, 
20 0.5H), 7.14 (d, 1H), 7.16 - 7.29 (m, 6H), 7.53 (d, 2H), 7.55 (s, 1H), 8.46 (s, 0.75H), 8.55 (s, 
0.25H). 

MS (APCI, pos.): 546.2 (M+1). 
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To a solution of above carboxylic acid (400 mg, 0.90 mmol) in DMF (7 mL) was added diiso- 
propylethylamine (0.28 mL, 206 mg, 1.60 mmol) and HBTU (360 mg, 0.96 mmol). After stir- 
ring for 15 minutes at room temperature, 5-aminotetrazole (136 mg, 1.60 mmol) was added. 
After stirring for 72 hours, the solvent was evaporated. The residue was dissolved in ethyl 
5 acetate (20 mL), washed with water (2x10 mL), brine (10 mL), dried (MgS0 4 ), and concen- 
trated. Flash chromatography (hexanes, ethyl acetate, 1:2) afforded 120 mg of the title com- 
pound . 

1 H NMR (DMSO-d 6 ): 5 0.83 (s, 9H), 0.96 (q, 1H) f 1.12 (q, 2H), 150 (q, 2H), 1.73 (m, 4H), 
10 3.96 (m, 1H), 4.70 (s, 2H), 7.14 (d, 1H), 7.24 (d, 2H), 7.55 (d, 2H), 8.04 (d, 1H), 8.64 (s, 1 H), 
12.37 (s, 1 H), 15.92 (s, 1H). 

MS (APCI, pos.): 566.1 (M+1). 

15 EXAMPLE 579 

1-(4-fe^Butylcydohexyl)-1-(4-[(2H-tetrazol-5^ 
phenvQurea 




20 To a suspension of 5-aminotetrazole (4.25g t 50 mmol) in ethanol (25 mL) was added triethyl- 
amine (6.9 mL, 5.05 g, 50 mmol). To the clear solution was added terephthaldehyde mono 
(diethyl acetal) (10.4 g, 50 mmol). After stirring for 2 hours at room temperature, platinum ox- 
ide (150 mg) was added, and the mixture was hydrogenated at 50 psi for 16 hours. The cata- 
lyst was filtered off, and the filtrate was concentrated. On addition of water and cone. HCI, 

25 the residue crystallized. The solid was filtered off to give 4-[(2W-tetrazol-5-ylamino)methyl]- 
benzaldehyde hydrochloride. 

1 H NMR (DMSO-d 6 ): 5 4.50 (d, 2 H), 7.33 (s, 1H), 7.54 (d, 2 H), 7.66 (t, 1H) 7.88 (d, 2H), 9.98 
(s,1H). 

30 

MS (APCI, pos.): 204.0 (M+1). 
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The frans-imine from above (1.82 g, 5.9 mmol) was dissolved in dichloromethane (20 mL), 
and NaBH(OAc) 3 (1.5 g, 7.1 mmol) was added. The mixture was stirred for 16 hours at room 
temperature, diluted with water (20 mL), washed with NaHC0 3 solution (20 mL), brine (20 
5 mL), dried (Na 2 S0 4 ), and concentrated. Flash chromatography (hexanes, ethyl acetate, 2:1) 
provided 692 mg of 5-[(4-frans-fert-butylcyclohexylamino)methyl]thiophene-2-carboxylic acid 
methyl ester. 

1 H NMR (CDCI 3 ): 8 0.85 (s, 9H), 1.00 - 1.15 (m, 5H), 1.80 (m, 2H), 2.00 (m, 2 H), 2.44 (m, 
10 1 H), 3.88 (s, 3H), 4.04 (s, 2H), 6.92 (d, 1 H), 7.68 (d, 1 H). 

MS (APCI, pos.): 310.1 (M+1). 

The above amine (692 mg, 2.23 mmol) was dissolved in dichloromethane (12 mL), and 4- 
15 trifluoromethoxyphenylisocyanate (454 mg, 2.23 mmol) was added. After stirring for 16 hours 
at room temperature, the mixture was concentrated. Flash chromatography (hexanes, ethyl 
acetate, 5:1) provided 1.1 g of 5-[1-(4-frans-tert-butylcyclohexyl)-3-(4-trifluoromethoxy- 
phenyl)ureidomethyl]thiophene-2-carboxylic acid methyl ester. 

20 1 H NMR (CDCI3): 6 0.87 (s, 9H), 0.98 (t, 1 H), 1.12 - 1.27 (m, 2H), 1.48 (q, 2H), 1.88 (m, 4 H), 
3.89 (s, 3H), 4.04 (s, 2H), 3.98 (m, 1H), 4.65 (s, 2H), 6.42 (s, 1H), 7.06 (d, 1H), 7.13 (d, 2H), 
7.37 (d, 2H), 7.71 (d, 1H). MS (APCI, pos.): 513.1 (M+1). 

The above ester (1.1 g, 2.14 mmol) was dissolved in THF (15 mL) and methanol (2 mL) and 
25 2M LiOH (5 mL) was added. The mixture was stirred at room temperature for 16 hours, acidi- 
fied with 1N HCI to pH = 4, and concentrated. The residue was dissolved in ethyl acetate (20 
mL), washed with brine (10 mL), dried (MgS0 4 ), and concentrated. The residue crystallized 
from hexane, ethyl acetate to afford 745 mg of 5-[1-(4-frans-(ert-butylcyclohexyl)-3-(4-tri- 
fluoromethoxyphenyl)ureidomethyl]thiophene-2-carboxylic acid as a white solid. 

30 

1 H NMR (DMSO-d 6 ): 5 0.85 (s, 9H), 0.90 (q, 1H), 1.09 (q, 2H), 1.53 (q, 2H), 1.68 (m, 4H), 
4.02 (m, 1H), 4.68 (s, 2H), 7.07 (d, 1H), 7.25 (d, 2H), 7.54 (d, 1 H), 7.56 (d, 2H), 8.63 (s, 1 
H). 
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EXAMPLE 577 

3-(4-[1-(4-Cyclohexylcycloxexv^ 
propionic acid 




5 

This compound was prepared similarly as described in examples 575 and 576 using the ethyl 
ester of 3-aminopropionate instead of 5-aminotetrazole followed by hydrolysis. 

1 H NMR (DMSO-d 6 ): 5 0.07-0.08 (m, 2H), 1.05-113 (m, 5H), 1.32-1.50 (m f 6H), 1.64-1.91 
10 (m, 7H), 2.51 (t, 2H), 3.48 (qt, 2H), 4.07 (brd m, 1H), 4.62 (s, 2H). 7.21 (d, 2H), 7.33 (d, 2H), 
7.52 (d, 2H) f 7.76 (d, 2H), 8.46 (brd t, 1H), 8.53 (brd s, 1H), 12. 16 (brd s, 1H). 

MS (APCI, pos): 590.3, 544.0, 518.2, 3.87.2, 388.2. 

15 EXAMPLE 578 

5-ri-(frans-4-terf-Butylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethynthiophene-2- 
carboxylic acid (2H-tetrazol-5-yl)amide 




20 To as solution of methyl 5-formyl-thiophene-2-carboxylate (1 .65 g, 9.6 mmol) (prepared ac- 
cording to C. Goddard, J. Heterocycl. Chem. 28, 1991, 17-28) in methanol (10 mL) was ad- 
ded 4-(fe/t-butylcyclohexyl)amine (cis/trans mixture). After standing at room temperature for 
16 hours the precipitate was filtered off by suction to afford 1 .82 g of 5-[(4-trans-tert- 
butylcyclohexylimino)methyl]thiophene-2-carboxylic acid methyl ester. 

25 

1 H NMR (CDCI 3 ): 5 0.87 (s, 9H), 1.07 - 1.17 (m, 3H), 1.51 - 1.63 (m, 2H), 1.77 - 1.88 (m, 4 
H), 3.13 (m, 1H), 3.88 (s, 3H), 7.25 (d, 1H), 7.72 (d, 1H), 8.36 (s, 1H). 
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MS (APCI, pos.): 533.2 (M+1). 

The above ester (487 mg, 0.99 mmol) was dissolved in THF (10 mL) and methanol (5 mL) 
5 and 1 M KOH (4 mL) was added. The mixture was stirred at 80°C for 90 minutes, acidified 
with 1N HCI to pH = 4, and concentrated. The residue was dissolved in ethyl acetate (20 
mL), washed with brine (10 mL), dried (MgS0 4 ), and concentrated. The residue crystallized 
from hexane, ethyl acetate to afford 380 mg of 4-[1-(frans-4-cyclohexytcyclohexyl)-3-(4- 
trifluoromethoxyphenyl)ureidomethyl]benzoic acid white solid. 

10 

1 H NMR (DMSO-d 6 ): 5 0.91 - 1.15 (m, 10H), 1.37 (q, 2H), 1.63 (m, 8H), 4.04 (m, 1H), 4.60 (s, 
2H), 7.21 (d, 2H), 7.34 (d, 2H), 7.53 (d, 2H), 7.86 (d, 2H), 8.54 (s, 1 H). 

MS (APCI, pos.): 519.1 (M+1). 

15 

To a solution of above benzoic acid (380 mg, 0.71 mmol) in DMF (10 mL) was added diiso- 
propylethylamine (0.38 mL, 275 mg, 2.12 mmol) and HBTU (320 mg, 0.86 mmol). After stir- 
ring for 15 minutes at room temperature, 5-aminotetrazole (150 mg, 1.45 mmol) was added. 
The mixture was stirred for 16 hours, and the solvent was evaporated. The residue was dis- 
20 solved in ethyl acetate (20 mL), washed with water (2x10 mL), brine (10 mL), dried 

(MgS0 4 ), and concentrated. The residue was dissolved in dichloromethane. On addition of 
ether, the title compound crystallized. Yield: 215 mg. 

1 H NMR (DMSO-d 6 ): 8 0.82 - 1.18 (m, 10H), 1.40 (q, 2H), 1.63 (m, 8H), 4.03 (m, 1H), 4.63 (s, 
25 2H), 7.21 (d, 2H), 7.41 (d, 2H), 7.57 (d, 2H), 8.03 (d, 2H), 8.56 (s, 1 H), 12.32 (s, 1H), 15.95 
(s,1H). 



MS (APCI, pos.): 586.1 (M+1). 
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1 H NMR (DMSO-cfe): 5 0.66 - 1.80 (m, 20H), 4.04 (m, 1H), 4.62 (s, 2H), 7.20 (d, 2H), 7.37 (d t 
2H), 7.51 (d, 2H), 7.86 (d, 2H), 8.54 (s. 1H). MS (APCI, pos.): 519.1 (M+1). 

To a solution of the above benzoic acid (192 mg, 0.36 mmol) in DMF (10 mL) was added 
5 diisopropylethylamine (0.19 mL, 137 mg ( 0.72 mmol) and HBTU (190 mg, 0.51 mmol). After 
stirring for 15 minutes at room temperature, 5-aminotetrazole (74 mg, 0.72 mmol) was 
added. After stirring for 16 hours, the solvent was evaporated, the residue was dissolved in 
ethyl acetate (20 mL), washed with water (2x10 mL), brine (10 mL), dried (MgS0 4 ), and 
concentrated. The residue was purified by HPLC to afford the title compound . 

10 

1 H NMR (DMSO-d 6 ): 5 0.66 - 1.80 (m, 20H), 4.10 (m, 1H), 4.65 (s, 2H), 7.23 (d, 2H), 7.43 (d, 
2H), 7.54 (d, 2H), 8.05 (d, 2H), 8.58 (s, 1H), 12.26 (s, 1H). 

MS (APCI, pos.): 586.1 (M+1). 

15 

EXAMPLE 576 

441-(4-frans-CvclohexvlcYclohexYl)-3^ 
5-yl)benzamide 



To a solution of methyl 4-[4-(frans-4-cyclohexyl)cyclohexyl)aminomethyl]benzoate (338 mg, 
1 .03 mmol) in dichloromethane (8 mL) was added at room temperature 4-(trifluoromethoxy)- 
phenylisocyanate (210 mg, 1.03 mmol). After stirring for 16 hours at room temperature, the 
mixture was diluted with dichloromethane (10 mL), washed with 1N HCI (5 mL), brine (5 mL), 
25 dried (MgS0 4 ), and concentrated. After flash chromatography (hexanes, ethyl acetate, 5:1), 
487 mg of 4-[1-(4-fra/?s-cyclohexylcyclohexyl)-3-(4-trifluoromethoxypheyl)ureidomethyl]- 
benzoic acid methyl ester was obtained. 



1 H NMR (CDCI 3 ): 5 0.91 - 1.41 (m, 12H), 1.61 - 1.90 (m, 8H), 3.93 (s, 3H), 4.19 (m, 1H), 4.55 
30 (s, 2H), 6.18 (s, 1H), 7.07 (d, 2H), 7.20 (d, 2H), 7.45 (d, 2H), 8.06 (d, 2H). 




20 
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eluted with hexane, ethyl acetate, 5:1, the frans-isomer (338 mg) eluted with hexane, ethyl 
acetate, 1:1. 

Methyl 4-[4-(c/s-4-cyclohexyl)cyclohexyl)aminomethyl)benzoate: 
5 1 H NMR (CDCI 3 ): 8 0.91 - 1.75 (m, 20H), 2.75 (m, 1H), 3.82 (s, 2H), 3.91 (s, 3H), 7.41 (d, 
2H), 8.00 (d, 2H). 

MS (APCI, pos.): 330.2 (M+1). 

1 0 Methyl 4-[4-(frans-4-cyclohexyl)cyclohexyl)aminomethyl)benzoate: 

1 H NMR (CDCI3): 8 0.87 - 1 .20 (m, 1 1 H), 1 .59 - 1 .72 (m, 7H), 1 .83 (d, 2H), 2.36 (m, 1 H), 3.80 
(s, 2H), 3.87 (s, 3H), 7.33 (d, 2H), 7.95 (d, 2H). 

MS (APCI, pos.): 330.2 (M+1). 

15 

To a solution of methyl 4-t4-(c/s-4-cyclohexyl)cyclohexyl)aminomethyl)benzoate (340 mg, 
1.03 mmol) in dichloromethane (8 mL) was added 4-(trifluoromethoxy)phenylisocyanate (210 
mg, 1.03 mmol). After stirring for 16 hours at room temperature, the mixture was diluted with 
dichloromethane (10 ml), washed with 1N HCI (5 mL), brine (5 mL), dried (MgS0 4 ), and con- 
20 centrated. Recrystallisation from hexanes, ethyl acetate 1:1 provided 290 mg of 4-[1-(4-c/s- 
cyclohexylcyclohexyl)-3-(4-trifluoromethoxyphenyl)ureidomethyl]benzoic acid methyl ester. 

1 H NMR (CDCI3): 6 0.79 - 1.95 (m, 20H), 3.93 (s, 3H), 4.48 (m, 1H), 4.55 (s, 2H), 6.15 (s, 
1H), 7.07 (d, 2H), 7.20 (d, 2H), 7.45 (d, 2H), 8.08 (d, 2H). 

25 

MS (APCI, pos.): 533.2 (M+1). 

The above ester (290 mg, 0.54 mmol) was dissolved in THF (5 mL) and methanol (5 mL) and 
1M KOH (2 mL) was added. The mixture was refluxed for 1 hour, acidified with 1N HCI to pH 
30 = 4, and concentrated. The residue was dissolved in ethyl acetate (20 mL), washed with 

brine (10 mL), dried (Na 2 S0 4 ), and concentrated. The residue crystallized from hexane, ethyl 
acetate to afford 192 mg of 4-[1-(4-c/s-cyclohexylcyclohexyl)-3-(4-trifIuoromethoxy- 
phenyl)ureidomethyl]benzoic acid as a white solid. 
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1 H NMR (CD3OD): 8 0.87 - 1 .36 (m, 1 1 H), 1 .59 - 1 .72 (m. 7H), 1 .73 (d, 2H), 2.41 (m, 1 H) f 
3.64 (s, 4H), 4.11 (s, 1H), 7.17 (d, 2H), 7.35 (d, 2H), 7.44 (d, 2H), 7.87 (d, 2H). 

MS (APCI, pos.): 490.2.2 (M+1). 



To a suspension of above benzoic acid (215 mg, 0.44 mmol) in DMF (10 mL) was added di~ 
isopropylethylamine (0.23 mL, 166 mg, 1.28 mmol) and HBTU (200 mg, 0.53 mmol). After 
stirring for 15 minutes at room temperature, 5-aminotetrazole (180 mg, 1.75 mmol) was 
added to the solution. After stirring for 16 hours, the solvent was evaporated. The residue 
10 was dissolved in ethyl acetate (30 mL), washed with water (3x10 mL), and brine (10 mL), 
dried (MgS0 4 ), and concentrated. Flash chromatography (CHCI 3l methanol, 95:5) gave 110 
mg of the title compound , which was further purified by HPLC. 

1 H NMR (CD3OD): 8 0.98 - 1.27 (m, 9H), 1.64 - 1.85 (m, 7H), 1.93 (m, 2H), 2.14 (m, 2H), 
15 3.23 (m, 1H), 4.52 (m, 4H), 7.36 (d, 2H), 7.53 (d, 2H), 7.60 (d, 2 H), 8.10 (d, 2H). 

MS (APCI, pos.): 557.3 (M+1). 

EXAMPLE 575 

20 4-ri-(4-c/s-Cvclohexvlcvclohexvl)-3-(4-trifluoromethoxyphevl)ureidomethvll-A/-(2H-tetrazol-5- 
vObenzamide 



To a suspension of methyl 4-(aminomethyl)benzoate hydrochloride (2.0 g, 10 mmol) (pre- 
25 pared according to P. M. CTBrien et al. t J. Med. Chem. 37, 1994, 1810-22) in ethanol (150 
mL) was added 4-(4-cylohexyl)cyclohexanone (1.8 g, 10 mmol) and NaBH(OAc) 3 (2.7 g, 12 
mmol). The mixture was stirred for 16 hours at room temperature, and filtered by suction. 
The filtrate was concentrated, and the residue was dissolved in ethyl acetate (150 mL), 
washed with NaHC0 3 solution (100 mL), brine (100 mL), dried (Na 2 S0 4 ), and concentrated. 
30 C/s- and frans-isomers were separated by flash chromatography. The c/s-isomer (340 mg) 



5 
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'H NMR (DMSO-de): 5 0.75 - 1.80 (m, 20H), 2.45 (m, 1H). 3.63 (s, 2H), 3.65 (s, 2H), 4.67 (d, 
2H), 7.28 (d, 2H), 7.43 (d, 2H), 7.46 (d, 2 H), 7.82 (d, 2H), 8.96 (t, 1 H). 

MS (APCI. pos.): 571.2 (M+1). 

5 

EXAMPLE 574 

4- (((frans-4-CyclohexylcvclohexvlH4-(trifluoro^ 

5- yl)benzamide 




10 

To a solution of frans-A/^-(4-cyclohexylcyclohexyl)-4-trifluoromethoxybenzylamine (350 mg, 
0.98 mmol) in dichloromethane was added methyl 4-formylbenzoate (160 mg, 0.98 mmol) 
and NaBH(OAc) 3 (310 mg, 1.47 mmol). The mixture was stirred at room temperature for 16 
hours. Additional aldehyde (160 mg) and NaBH(OAc) 3 (360 mg) were added. Stirring was 
15 continued for 72 hours at room temperature. The mixture was diluted with ethyl acetate (20 
mL), washed with NaHC0 3 solution (10 mL) and brine (10 mL), dried (Na 2 S0 4 ), and concen- 
trated. Flash chromatography (hexanes, ethyl acetate, 5:1) provided methyl 4-({(4-frans- 
cyclohexylcyclohexyl)-[4-(trifluoromethoxy)benzyl]amino}methyl)benzoate (290 mg). 

20 1 H NMR (CDCI 3 ): 8 0.88 - 1.31 (m, 11H), 1.59 - 1.72 (m, 7H), 1.88 (d, 2H), 2.39 (m, 1H), 3.61 
(s, 2H), 3.66 (s, 2H), 3.90 (s, 3 H), 7.11 (d, 2H), 7.35 (d, 2 H), 7.41 (d, 2H), 7.95 (d, 2H). 

MS (APCI, pos.): 504.2 (M+1). 

25 The above methyl benzoate (290 mg, 0.57 mmol) was dissolved in THF (5 mL) and methanol 
(5 mL) and 1M KOH (2 mL) were added. The mixture was refluxed for 90 minutes, acidified 
with 1N HCI to pH = 4, and concentrated. The residue was dissolved in ethyl acetate (20 
mL), washed with brine (10 mL), dried (Na 2 S0 4 ), and concentrated. The residue crystallized 
from hexanes, ethyl acetate to afford 4-({(4-frans-cyclohexylcyclohexyl)-[4-(trifluoro- 

30 methoxy)benzyl]amino}methyl)benzoic acid (252 mg) as a white solid. 
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1 H NMR (CD 3 OD): 8 0.70 (m, 2 H), 1.13- 1.22 (m, 8H), 1.61-2.00 (m, 10H), 3.38 (t t 1H), 4.26 
(m, 2H), 4.54 (m, 2H), 7.34 (d, 2H), 7.67 (d, 2H), 7.75 (d, 2H), 7.87 (d, 2H). MS (APCI, pos.): 
490.2 (M+1). 

5 

To a solution of above benzoic acid (250 mg, 0.51 mmol) in DMF (8 mL) was added diiso- 
propylethylamine (0.18 mL, 130 mg, 0.61 mmol) and HBTU (228 mg, 0.61 mmol). After stir- 
ring for 15 min at room temperature, 5-aminotetrazole (105 mg, 1.01 mmol) was added. The 
mixture was stirred for 16 hours, and the solvent was evaporated. The residue was dissolved 
10 in ethyl acetate (20 mL), washed with water (2x10 mL), and brine (10 mL), dried (MgS0 4 ), 
and concentrated. The residue was dissolved in dichloromethane. On addition of ether and 
hexane, the title compound crystallized. Yield: 26 mg. 

1 H NMR (DMSO-d 6 ): 5 0.70 - 0.84 (m, 2H), 1.00- 1.80 (m, 18H), 2.40 (m, 1 H), 3.65 (s, 2H), 
15 3.70 (s, 2H), 7.27 (d, 2H), 7.46 (d, 2H), 7.50 (d, 2 H), 8.01 (d, 2H). 

MS (APCI, pos.): 557.2 (M+1). 

EXAMPLE 573 
20 4-(((4-c/s-Cyclohexylcvcto^ 
vlmethvObenzamide 




To a solution of the above 4-({(4-c/s-cyclohexylcyclohexyl)-[4-(trifluoromethoxy)benzyl]- 
25 amino}methyl)benzoic acid (242 mg, 0.49 mmol) in DMF (8 mL) was added diisopropyl- 

ethylamine (0.18 mL, 130 mg, 0.61 mmol) and HBTU (220 mg, 0.59 mmol). After stirring for 
15 minutes at room temperature, 5-aminomethyltetrazole (58 mg, 0.59 mmol) was added. 
The mixture was stirred for 16 hours, and the solvent was evaporated. The residue was dis- 
solved in ethyl acetate (20 mL), washed with water (2x10 mL), and brine (10 mL), dried 
30 (MgS0 4 ), and concentrated. The residue was purified by HPLC to afford the title compound . 
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trated. The residue was dissolved in acetone (15 mL), filtered by suction, and the filtrate was 
concentrated. On addition of ethyl ether the title compound crystallized. Yield: 65 mg. 

1 H NMR (DMSO-d 6 , D 2 0, NaOD): § 0.80-1.82 (m, 20H), 2.13 (t, 2 H), 2.60 (t, 1H), 3.33 (t, 
5 2H), 3.55 (s, 2H) t 3.57 (s, 2H), 7.22 (d, 2H), 7.36 (d, 2H), 7.42 (d, 2H), 7.68 (d, 2H). 

MS (APCI.pos.): 561.2 (M+1). 

EXAMPLE 572 
10 4-(((4-c/s-CvclohexylcyclohexvlH4-(trifluor^^ 
vQbenzamide 



To a solution of crude c/s-W-4-(4-cyclohexylcyclohexyl)-4-trifluoromethoxybenzylamine 
15 (1.70g) jn dichloromethane (10 mL) was added methyl 4-formylbenzoate (500 mg, 3.04 

mmol) and NaBH(OAc) 3 (500 mg, 2.36 mmol). After stirring for 16 hours at room temperature, 
the mixture was diluted with dichloromethane (20 mL), washed with NaHC0 3 solution (2 x 20 
mL) and brine (20 mL), dried (MgS0 4 ), and concentrated. Flash chromatography (hexane, 
ethyl acetate, 9:1) provided methyl 4-({(4-c/s-cyclohexylcyclohexyl)-[4-(trifluoromethoxy)- 
20 benzyl]amino}methyl)benzoate (836 mg). 

1 H NMR (CDCI 3 ): 5 0.77 - 1.85 (m, 20H), 2.50 (m, 1H), 3.62 (s, 2 H), 3.68 (s, 2 H), 3.90 (s, 
3H), 7.1 1 (d, 2H), 7.35 (d, 2 H), 7.40 (d, 2H), 7.95 (d, 2H). 

25 MS (APCI, pos.): 504.2 (M+1 ). 

The above ester (836 mg, 1.66 mmol) was dissolved in THF (10 mL) and methanol (10 mL), 
and 1M KOH (4 mL) was added. The mixture was refluxed for 5h, acidified with 1 N HCI to pH 
= 4, and concentrated. The residue was dissolved in ethyl acetate (20 mL), washed with 
30 brine (10 mL), dried (Na 2 S0 4 ), and concentrated. The residue crystallized from hexanes and 
ethyl acetate. Yield: 786 mg of 4-({(4-c/s-cyclohexyicyclohexyl)-[4-(trifluoromethoxy)benzyl]- 
amino}methyl)benzoic acid as a white solid. 
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The above ester was dissolved in THF (10 mL), and 1M LiOH (0.5 mL) was added. After stir- 
ring at room temperature for 16 hours, the solution was acidified with 1N HCI to pH = 4, and 
concentrated. The residue was dissolved in acetone (15 mL), filtered by suction, and the fil- 
trate was concentrated. The title compound was purified by HPLC. 

5 

1 H NMR (DMSO-cfe): 5 0.71-1.87 (m, 20H), 2.37 (t, 2 H) t 3.40 (t, 2H), 3.61 (s, 2H), 3.63 (s, 
2H), 7.20 (d, 2H), 7.39 (d, 2 H), 7.44 (d, 2H). 7.67 (d, 2H), 8.53 (t, 1H). 

MS (APCI, pos.): 561.3 (M+1). 

10 

EXAMPLE 571 

3-(4-(f(frans-4-Cvclohexvlcvclohexvl)-(4-trifluoromethoxvbenzvl)amino1methvl)benzovl- 
amino)propionic acid 




15 

To a solution of W-[4-(frans-4-cyclohexylcyclohexyl)]-4-trifluoromethoxybenzylamine (149 mg, 
0.42 mmol) in dichloromethane (10 mL) was added ethyl 3-[(4-formylbenzoyl) amino] propi- 
onate (104 mg, 0.42 mmol) and NaBH(OAc) 3 (132 mg,0.62 mmol). After stirring for 16 hours 
at room temp, additional aldehyde (100 mg) and NaBH(OAc) 3 (132 mg) were added. After 
20 stirring for 72 hours at room temp., the mixture was diluted with ethyl acetate (20 mL), 
washed with NaHC0 3 solution (10 mL), brine (10 mL), dried (MgS0 4 ), and concentrated. 
Flash chromatography (hexane, ethyl acetate, 3:1) provided the title compound (74.2 mg). 

1 H NMR (CDCI 3 ): 5 0.82 - 1.77 (m, 21 H), 1.89 (d, 2H), 2.38 (tt, 1 H), 2.64 (t, 2H), 3.60 (s, 2H), 
25 3.64 (s, 2H), 3.72 (q, 2H), 4.16 (q, 2H), 6.82 (t, 1H), 7.12 (d, 2H),7.35 (d, 2H), 7.40 (d, 2H), 
7.68 (d, 2H). 

MS (APCI, pos.): 589.2 (M+1) 



30 



The above ester was dissolved in THF, and excess 1M LiOH was added. After stirring at 
room temperature for 16 hours, the solution was acidified with 1N HCI to pH=4, and concen- 
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EXAMPLE 570 
3-(4-(f(c/s^-Cvc)ohexvl^ 
propionic acid 



5 

To a solution of 4-trifluoromethoxybenzylamine (2.76 g, 14.4 mmol) in methanol (150 mL) 
was added 4-(4-cylohexyl)cyclohexanone (2.60 g, 14.4 mmol) and NaBH(OAc) 3 (3.64 g, 17.2 
mmol). The mixture was stirred for 16 hours at room temperature, and filtered by suction. 
The filtrate was concentrated, the residue was dissolved in ethyl acetate (150 mL), washed 
10 with NaHC0 3 solution (100 mL), brine (100 mL), dried (Na 2 S04), and concentrated. The c/s- 
and frans-isomers were separated by flash chromatography. The c/s-isomer together with a 
byproduct eluted with hexane, ethyl acetate (5:1) and was used without further purification 
and characterization in the next step. Pure frans-isomer was eluted with hexane, ethyl ace- 
tate (3:1). 

15 

A/-[4-(frans-4-Cyclohexyl)cyclohexyl)]-4-trifIuoromethoxybenzylamine: 

1 H NMR (CDCI 3 ): 5 0.82- 1.17 (m, 11H), 1.59- 1.76 (m, 7H) t 1.86 (d, 2H), 2.41 (m, 1H). 3.81 

(s t 2 H), 7.16 (d, 2H), 7.34 (d, 2H). MS (APCI, pos.): 356.2 (M+1). 

20 To a solution of crude A/-4-(c/s-4-cyclohexylcyclohexyl)-4-trifluoromethoxybenzylamine (760 
mg) in dichloromethane (10 mL) was added ethyl 3-[(4-formylbenzoyl)amino]propionate (240 
mg, 1.0 mmol) and NaBH(OAc) 3 (240 mg, 1.1 mmol). After stirring for 16 hours at room tem- 
perature, the mixture was diluted with ethyl acetate (20 mL), washed with NaHC0 3 solution 
(10 mL), and brine (10 mL), dried (MgS0 4 ), and concentrated. Flash chromatography (hex- 

25 ane, ethyl acetate, 3:1) afforded A/-[4-({c/s-4-cyclohexyl)cyclohexyl)]-[4-(trifluoromethoxy)- 
benzyl]amino}methyl)benzoyl]-p-alanine ethyl ester (226 mg). 

1 H NMR (CDCI 3 ): 8 0.82 - 1.86 (m, 23H), 2.49 (m, 1H), 2.64 (t, 2H), 3.62 (s, 2H), 3.66 (s, 2H) f 
3.70 (q, 2H), 4.15 (q, 2 H), 6.84 (t, 1H), 7.12 (d, 2H), 7.35 (d, 2H), 7.40 (d, 2H), 7.68 (d, 2H). 
30 MS (APCI, pos.): 589.2 (M+1 ) 
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solved in THF (2 mL) and a solution of tetrabutylammonium fluoride in THF (0,4 mL, 0,4 
mmol, 1M) was added. The mixture was stirred for 6.5 hours and concentrated in vacuo . The 
residue was purified by column chromatography using 35 g of silica and dichloromethane 
and 10% ammonia in ethanol (80:20) as eluent to give 75 mg of the title compound . 
5 1 H NMR (DMSO-d 6 ): 5 1.52-1.62 (6H, m), 1.68-1.83 (5H, m), 4.50 (2H, d), 4.98 (2H, s). 5.36 
(1H, t), 7.16-7.22 (5H, m), 7.40 (2H, d), 7.53 (1H, dd), 7.64 (1H, d), 7.95 (2H, d), 8.44 (1H, s), 
10.67 (1H, broad) 



HPLC ms (method B): m/z: 610, R t = 7.34 min. 

10 

EXAMPLE 569 

2-(4-f1-(4-te/t-Butvlphenvl)-3-(3-methvlsulfonvl-4-methvlphenvl)ureidomethvl1-benzoylamino)- 
ethanesulfonic acid 




15 

4-[1 -(4-fert-Butylphenyl)-3-(3-methylsulfonyl-4-methylphenyl)ureidomethyl]benzoic acid (300 
mg, 0.6 mmol) was dissolved in DMF (10 ml). Hydroxybenzotriazole (100 mg, 0.7 mmol), and 
A/-(3-dimethylaminopropyl)-A/'-ethylcarbodiimide hydrochloride (130 mg, 0.7 mmol) were 
added and the mixture was stirred for 30 minutes at room temperature followed by addition of 
20 2-aminoethanesulfonic acid (110 mg, 0.9 mmol) and diisopropylethylamine (120 mg, 160 jil, 
1.0 mmol). After 16 hours the reaction mixture was poured into water (40 mL), pH was ad- 
justed to acidic reaction with sodium hydrogen sulphate and the solution was concentrated in 
vacuo . The residue was purified by flash chromatography (20 g Silica Gel) using methanol 
and dichloromethane (10:90) as eluent to give 0.2 g of the title compound . 

25 

1 H NMR (400 MHz, DMSO-cf 6 ): S 8.60 (s, 1H); 8.48 (t, 1H); 8.05 (s, 1H) 7.78 (d, 1H); 7.71 (d, 
2H); 7.38 (d, 2H); 7.36 (d, 2H); 7.31 (d, 1H); 7.18 (d, 2H); 4.95 (s, 2H); 3.5 (q, 2H); 3.17 (s, 
3H); 2.66 (t, 2H); 2.54 (s, 3H); 1.27 (s, 9H). 

30 HPLC-MS (method B): m/z: 602, R t = 4.8 min. 
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EXAMPLE 568 

4-[1-(4-Cvclohexvlphenvl)-3-(3-h^ 
5 tetrazol-5-vl)benzamide 




4-[3-[3-fe/t-Butyldimethylsilanyloxymethyl)-4-trifluoromethoxyphenyl^ 
ureidomethyl]-A/-(2/-/-tetrazol-5-yl)benzamide (0.09 g, 0.12 mmol) (example 293) was dis- 
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EXAMPLE 566 (general procedure (V)) 

4-(4-Chlorophenvl)thiophene-2-carboxylic acid (2.2-diphenyl-ethvl)-f4-(2H-tetrazol-5-vl- 
carbamovDbenzvllamide 




o 



5 

1 H NMR (DMSO-d 6 ): 5 12.44 (s, 1H); 8.10 (s+d, 3H); 7.60 (d, 2H); 7.45-7.15 (m, 15H); 4.62 
(s, 2H); 4.59 (s br, 1H); 4.28 (br s, 2H). 

HPLC-MS (Method B): m/z = 619 (M+1). R, = 7.67 min. 

10 

EXAMPLE 567 (general procedure (V)) 

4-f1-(4-Cvclohexvlphenvl)-3-(3-trifluoromethylphenvl)ureidornethvll-A/-(2H-tetrazol-5-vl)- 
benzamide 




15 

'H NMR (DMSO-cfe): 6 12.30 (s, 1H); 8.60 (s, 1H); 8.03 (d, 2H); 7.88 (s, 1H); 7.72 (d, 1H); 
7.48 (m, 3H); 7.38 (d, 1H); 7.20 (s, 4H); 5.00 (s, 2H); 1.85-1.65 (m, 5H); 1.50-1.20 (m, 5H). 

HPLC-MS (Method B): m/z = 564 (M+1), R, = 7.85 min. 

20 

The following library of compounds was made according to general procedure (V). All of the 
compounds are expected to be present in the library. 
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EXAMPLE 564 (general procedure (V)) 

4-(4-Chlorophenvl)thiophene-2-carboxylic acid (4-te/f-butvlcvclohexylH4-(2H-tetrazol-5-vl- 
carbamovDbenzyllamide 




o 

5 

1 H NMR (DMSO-d 6 ): 6 12.40 (s, 1H); 8.10 (m, 3H); 7.85-7.65 (m, 3H); 7.50 (m, 4H); 4.85 (br 
d, 2H); 4.42+4.18 (m br, 1H); 1.95-1.48 (m, 7H); 1.20-1.00 (m, 2H); 0.80 (s. 9H). 

HPLC-MS (Method B): m/z = 577 (M+1). R, = 8.37 min. 

10 

EXAMPLE 565 (general procedure (V)) 

4-(4-Chlorophenyl)thiophene-2-carboxylic acid (4-cyclohexvlphenvl)-f4-(2H-tetrazol-5-yl- 
carbamoyDbenzyllamide 




1 H NMR (DMSO-d 6 ): 5 12.40 (s. 1H); 8.05 (d+s, 3H); 7.52 (d, 2H); 7.35 (s, 4H); 7.28 (d, 2H); 
7.18 (d, 2H); 6.61 (s, 1H); 5.11 (s, 2H); 1.90-1.65 (m, 5H); 1.60-1.15 (5H). 



HPLC-MS (Method B): m/z = 597 (M+1). R, = 8.65 min. 

20 
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EXAMPLE 562 (general procedure (V)) 

3-(4-(f(4-tert-Butvlcvdohexvl)-(5-chlorobenzofuran-2-carbonyl)amino1methyl|benzovlamino)- 
propionic acid 




o 

5 

1 H NMR (DMSO-c/e): S 12.25 (s, 1H); 8.52 (t. 1H); 7.92-7-70(m, 4H); 7.50-7.15 (m, 4H); 4.80 
(d br, 2H); 4.25-4.00 (d br , 1H); 3.50 (dd, 2H);1.90-1.50 (m, 6H); 1.10-0.90 (m, 3H); 0.75 (s, 
9H). 

10 HPLC-MS (Method B): m/z = 539 (M+1 ). R, = 7.85 min. 
EXAMPLE 563 (general procedure (V)) 

3-(4-(f(5-Chlorobenzofuran-2-carbonvl)-(2,2-diphenvlethvl)amino1methyl>benzovlamino)- 
propionic acid 




1 H NMR (DMSO-de): 8 8.52 (t, 1H); 7.80 (s, 3H); 7.58 (d, 1H); 7.50-7.05 (m , 14 H); 4.65 (s, 
2H); 4.50-4.05 (m, 2H). 



20 HPLC-MS (Method B): m/z = 581 (M+1). R, = 7.17 min. 
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EXAMPLE 560 (general procedure (V)) 
3-(4-(ff4-(4-Chlorophenyl)thiop 
benzoylamino)propionic acid 



HO 



o 




o 



5 



1 H NMR (DMSO-cfe): 8 12.25 (br s, 1H); 8.50 (t, 1H); 8.05 (s, 1H); 7.75 (d. 2H); 7.42-7.30 (m, 
6H); 7.28 (d, 2H); 7.18 (d, 2H); 6.62 (s, 1H); 5.09 (s. 2H); 1.80-1.65 (m, 5H); 1.40-1.15 (m, 
5H). 

10 HPLC-MS (Method B): R, = 8.32 min, m/z = 601 (M+1 ). 
EXAMPLE 561 (general procedure (V)) 

3-(4-(f(5-Chlorobenzofuran-2-carbonvl)-(4-cvclohexvlphenvl)amino1methvl)benzovlamino)- 
propionic acid 



1 H NMR (DMSO-d 6 ): 8 8.51 (t, 1H); 7.78 (d. 2H); 7.67 (s, 1H); 7.49 (d, 1H); 7.42-7.32 (m, 
3H); 7.21 (d, 2H); 7.14 (d, 2H); 6.47 (s, 1H); 5.11 (s, 2H); 1.80-1.65 (m, 5H); 1.45-1.10 (m, 
5H). 

20 

HPLC-MS (Method B): m/z = 559 (M+1), R, = 7.88 min. 




15 



o 
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EXAMPLE 557 (general procedure (V)) 

5-Trifluoromethoxy-1 H-indole-2-carboxylic acid (4-ferf-butylcyclohexylH4-(2H-tetrazol-5- 
ylcarbamovObenzyllamide 




HPLC-MS (Method C): m/z = 584 (M+1), R, = 8.07 min. 
EXAMPLE 558 (general procedure (V)) 

5-Trifluoromethoxv-1 H-indole-2-carboxylic acid (4-cvclohexylphenvlH4-(2H-tetrazol-5-yl- 
10 carbamovObenzyllamide 




HPLC-MS (Method B): m/z = 604 (M+1), R t = 8.33 min. 

15 EXAMPLE 559 (general procedure (V)) 

5-Trifluoromethoxv-1 H-indole-2-carboxylic acid (4-fert-butvlphenylH4-(2H-tetrazol-5-vl- 
carbamovObenzyllamide 




O H 



20 HPLC-MS (Method B): m/z = 578 (M+1 ), R t = 7.78 min. 
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EXAMPLE 555 (general procedure (V)) 

4-(ff3-(2-Chlorophenyl)acrylovlH4-piper^ 

benzamide 



1 H NMR (DMSO): 8 8.13 (d, 2H); 7.95 (d, 1H); 7.60 (d, 1H); 7.54-7.45 (m, 5H); 7.15 (d, 2H); 
7.01 (d, 2H); 6.58 (d, 1H); 5.13 (s, 2H). 

HPLC-MS (Method D): m/z = 542 (M+1). R t = 4.37 min. 

10 

EXAMPLE 556 (general procedure (V)) 

4-({(2 t 2-DiphenvlethylH2-(3-trifluorom 

yQbenzamide 



1 H NMR (DMSO) (isomers): 8 8.56 (t), 8.52 (t); 7.87 (d); 7.81 (d); 7.50-7.22 (m); 7.13 (s); 
7.08 (t); 6.99 (s); 4.26 (s); 4.51 (q); 4.43 (s); 4.07 (d); 4.02 (d). 




o 




HPLC-MS (Method D): m/z = 605 (M+1). R t = 5.37 min. 

20 
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EXAMPLE 553 (general procedure (V)) 

4-(rr2-(2 f 6-Dichlorophenyl)ace^ 

benzamide 



1 H NMR (DMSO): 5 8.13 (d, 2H); 7.48 (d, 2H); 7.41-7.36 (m, 2H); 7.34-7.30 (m, 3H); 7.05 (d, 
2H); 6.93 (d, 2H); 5.00 (s, 2H). 

HPLC-MS (Method D): m/z = 479 (M+1). R t = 564 min. 

EXAMPLE 554 (general procedure (V)) 

4-({(4-Piperidin-1-ylphenvl)-f2-(4-trifluoromethoxyphenoxv)propionyl1amino)methyl)- 
tetrazol-5-vl)benzamide 



1 H NMR (DMSO): 5 8.10 (d, 2H); 7.40 (d, 2H); 7.36 (d, 2H); 7.13 (d, 2H); 6.95 (d, 2H); 6.90 
(d, 2H).5.05 (d, 1H); 4.95 (d, 1H); 4.80 (q, 1H). 





o 



HPLC-MS (Method D): m/z = 610 (M+1). R t = 4.83 min. 
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EXAMPLE 551 (general procedure (V)) 

4-(((4-teff-Butvlcvclohexvl)-f3-(3-chlorophenvl)acrolovllamino)methvl)-A/-(2H-tetrazol-5-yl)- 
benzamide 




5 

1 H NMR (DMSO) (isomers): 8 8.15 (d) 8.11 8(d) 8.00 (s); 7.85-7-75 (m); 7.70-7-40 (m); 7.11 
(d); 5.05 (s); 4.85 (s). 

HPLC-MS (Method D): m/z = 521 (M+1). R, = 6.03 min. 

10 

EXAMPLE 552 (general procedure (V)) 

4-({(4-tert-Butvlcvclohexvl)-f3-(2.6-dichlorophenvl)acrvlovnamino)methyl)-A/-(2H-tetrazol-5- 
yllbenzamide 




15 

1 H NMR (DMSO): 8 8.16 (d); 8.13 (d); 7.70-7.30 (m); 6.84 (d) 
HPLC-MS (Method Q): m/z = 555 (M+1). R, = 6.23 min. 
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'H NMR (DMSO): 8 8.05 (d, 2H); 7.44 (t, 1H); 7.34 (d, 2H); 7.13 (d, 1H); 7.10 (s, 1H); 7.01 (d, 
1H); 5.70 (q, 1H); 4.60-4.70 (dd, 2H). 

HPLC-MS (Method D): m/z = 539 (M+1). R, = 5.97 min. 

5 

EXAMPLE 549 (general procedure (V)) 

4-(((4-tert-Butvlcvclohexvl)-f3-(4-chlorophenvl)acrolovnamino}metrivl)-A/-(2H-tetrazol-5-vn- 
benzamide 



1 H NMR (DMSO) (isomers): 8 8.15 (d); 8.11(d); 7.90 (d); .7.70-7.62 (m); 7.58 (d); 7.55-7.42 
(m); 7.03 (d); 5.15 (s); 5.00 (s). 

HPLC-MS (Method D): m/z = 521 (M+1). R, = 6.07 min. 

15 

EXAMPLE 550 (general procedure (V)) 

4-|f(4-te/t-Butvlc*vclohexyl)-(2-phenylpropionvl)amino1methvl)-A/-(2H-tetrazol-5-vl)benzamide 




o 



10 




20 HPLC-MS (Method D): m/z = 489 (M+1 ). R, = 5.83 min. 
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HPLC-MS (Method D): m/z = 503 (M+1). R ( = 5.97 min. 

EXAMPLE 546 (general procedure (V)) 

4-(r(4-terf-BuWlcYdohexylM3H-inde 

benzamide 




HPLC-MS (Method D): m/z = 499 (M+1). R t = 5.67 min. 

EXAMPLE 547 (general procedure (V)) 

4-(f(2-BiphenYl-4-vlacetylM4-te/f-bufylcyclohexM 

benzamide 




HPLC-MS (Method D): m/z = 551 (M+1). R t = 6.27 min. 

EXAMPLE 548 (general procedure (V)) 

4-(((4-terlButvlcvclohexvlH2-(3-chlo 

benzamide 
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EXAMPLE 543 (general procedure (V)) 

4- (((4-terNButvlcvclohexylH2-(3-trifluorom 

5- yl)benzamide 



1 H NMR (DMSO) (isomers): 8 8.18-8.05 (two d, 2H); 7.60-7.15 (m, 6H); 4.90-4.60 (two s, 
2H). 

10 HPLC-MS (Method D): m/z = 559 (M+1 ). R, = 6.03 min. 

EXAMPLE 544 (general procedure (V)) 

4-(((4-fe^ButvlcyclohexylM3-naphthate 

benzamide 



HPLC-MS (Method D): m/z = 537 (M+1). R t = 6.23 min. 

EXAMPLE 545 (general procedure (V)) 
20 4-(K4-ferlButvlcyclohexYl)-(4-phenylbut 



5 




15 





1 H NMR (DMSO) (isomers): 8 8.15, 8.11 (d, 2H); 7.45-7.15 (m, 7H); 4.68, 4.65 (s, 2H). 
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HPLC-MS (Method D): m/z = 543 (M+1). R t = 6.20 min. 

EXAMPLE 540 (general procedure (V)) 
5 4-(((4-terlButvlcyclohexvlH4-^ 
vDbenzamide 

h 3 c v ch 3 



HPLC-MS (Method D): m/z = 551 (M+1). R, = 5.93 min. 

10 

EXAMPLE 541 (general procedure (V)) 

4-(((4-tert-BuWlcvclohexylH4-oxo^-phenv^ 

benzamide 



HPLC-MS (Method D): m/z = 515 (M+1). R, = 5.60 min. 

EXAMPLE 542 (general procedure (V)) 
4-(((4-fe/^ButylcvclohexylH2-(4-^ 
20 benzamide 





15 




o 



HPLC-MS (Method D): m/z = 539 (M+1). R t = 5.97 min. 
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EXAMPLE 537 (general procedure (V)) 

4-{f(2-BenzylsulfanylaceWIH4-te^^ 

benzamide 




HPLC-MS (Method D): m/z = 521 (M+1). R t = 5.87 min. 



EXAMPLE 538 (general procedure (V)) 
10 4-(f(4-fe/t-ButYlcyclohexvl)-(4^ 
benzamide 




HPLC-MS (Method D): m/z = 501 (M+1). R t = 5.83 min. 

15 

EXAMPLE 539 (general procedure (V)) 
4-(((4-fe^ButylcyclohexvlH2-(2,6-dicN 
benzamide 




1 H NMR (DMSO) (molecule exists as isomers 1:2): Minor isomer: 8 8.22 (d, 2H); 4.94 (s, 2H); 
3.96 (s, 2H). Major isomer: 8 8.10 (d, 2H); 4.68 (s, 2H); 4.30 (s, 2H). Both isomers: 8 7.70- 
7.30 (m). 
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EXAMPLE 534 (general procedure (V)) 

4-(r(4-CyclohewlphenylM3-naptt^ 

benzamide 




o 

5 

HPLC-MS (Method D): m/z = 557 (M+1). R t = 6.50 min. 



EXAMPLE 535 (general procedure (V)) 
4-(f(4-CvclohexylphenylH4-phenvfo^ 




10 

HPLC-MS (Method D): m/z = 523 (M+1). R t = 6.13 min. 

EXAMPLE 536 (general procedure (V)) 
15 4([(4-ferf-BuWlcvclohexvl)-(2-phenylcvclopropanecarbonyl)amino1methvl)-A/-(2H-tetrazol-5- 
vQbenzamide 



" H II 



H * C wCH, 




1 H NMR (DMSO): 5 8.09 (d, 2H); 8.04 (d, 2H); 7.44 (d, 4H); 7.40-7.10 (m, 8H); 7.01 (d, 2H); 
20 4.92 (d. 1H); 4.77 (d, 1H); 4.72 (d, 1H); 4.68 (d, 1H); 4.44 (t, 1H); 4.13 (t, 1H). 



HPLC-MS (Method D): m/z = 501 (M+1). R, = 5.77 min. 
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EXAMPLE 532 (general procedure (V)) 

4-{r(2-BenzvlsulfanylacetylM4-^ 

benzamide 




HPLC-MS (Method D): m/z = 541 (M+1). R, = 6.03 min. 

EXAMPLE 533 (general procedure (V)) 
10 4"{f(4-Cvclohexvlphenyl)-(3"Phenoxypropionvl)amino1methyl>-A/-(2H4etrazol-5-vl)benzamide 




1 H NMR (DMSO): 5 8.11 (d, 2H); 7.51 (d, 2H); 7.39-7.30 (m, 3H); 7.26 (d, 2H); 7.03-6.97 (m, 
4H); 5.20 (s, 2H); 4.25 (t, 2H). 

15 

HPLC-MS (Method D): m/z = 525 (M+1). R, = 5.90 min. 
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EXAMPLE 529 (general procedure (V)) 

4-(((2.2-DiphenvlethvlH2-(3-trifluoro^ 

vDbenzamide 




5 

HPLC-MS (Method D): m/z = 601 (M+1). R, = 5.60 min. 
EXAMPLE 530 (general procedure (V)) 

4-(((2.2-Diphenvlethvl)-f2-(4-trifluoromethoxvphenoxv)propionvl1amino)methvlVA/-(2H- 
10 tetrazol-5-vDbenzamide 




o 



1 H NMR (DMSO): 5 8.15 (d, 1H); 8.08 (d, 1H); 7.50-7.20 (m, 12H); 6.74 (d, 1H); 6.64 (d, 1H); 
5.27 (q, 1H); 5.16 (q, 1H); 4.80 (d, 1H); (4.68 (d, 1H); 4.60-4.49 (m, 2H); 

15 

HPLC-MS (Method D): m/z = 631 (M+1). R, = 5.63 min. 
EXAMPLE 531 (general procedure (V)) 

4-(((2,2-Diphenvlethvl)-f2-(4-trifluoromethoxvphenvl)aceWI1amino)methyl)-A/-(2H-tetrazol-5^ 
20 vDbenzamide 




1 H NMR (DMSO): 5 8.13 (d, 1H); 8.08 (d, 1H); 7.50-7-28 (m, 14); 7.20 (d, 1H); 7.14 (d, 1H); 
4.65 (s, 1H); 4.55 (t, 1H). 
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1 H NMR (DMSO): 8 8.52 (t, 1H); 7.82 (d, 2H); 7.45-7.37 (m, 4H); 7.07-6.97 (m, 2H). 

HPLC-MS (Method D): m/z = 523 (M+1). R, = 5.60 min. 

5 EXAMPLE 527 (general procedure (V)) 

3-(4-(r(4-tert-ButvlcvclohexvlH3-trifluormethylbenzovl)amino1methvl)benzoylamino)propionic 



acid 




10 1 H NMR (DMSO): 8 8.54 (s, 1H); 8.00-7-70 (m, 6H); 7.60-7.30 (m 2H); 4.77 (s, 2H). 
HPLC-MS (Method D): m/z = 533 (M+1). R, = 5.53 min. 

EXAMPLE 528 (general procedure (V)) 
15 3-(4-(f(4-tert-Butvlcvclohexvl)-(1H-indole-4-carbonvl)aminolmethyl)benzovlamino)propionic 



acid 




o 



HPLC-MS (Method D): m/z = 504 (M+1). R, = 5.00 min. 

20 
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EXAMPLE 524 (general procedure (V)) 

3-(4-(r(4-Cvclohexvlphenvl)-(3-trifluoromethvlben2ovl)aminolmethvl)benzovlarnino)propionic 
acid 




1 H NMR (DMSO): 5 8.54 (t, 1H); 7.82 (d, 2H); 7.75 (d, 1H); 7.70 (d, 1H); 7.56 (t, 1H); 7.53 (s, 
1H); 7.46 (d, 2H); 7.10 (d, 2H); 7.07 (d, 2H); 5.20 (s, 2H). 

HPLC-MS (Method D): m/z = 553 (M+1). R, = 5.63 min. 

EXAMPLE 525 (general procedure (V)) 

3-(4-{f(4-BenzvlbenzovlH4-teff-butvlcvclohexvl)amino1methvl)benzoylamino)propionic acid 




1 H NMR (DMSO): 5 8.54 (t, 1H); 7.84 (d, 2H); 7.50-7.20 (m, 11H); 
HPLC-MS (Method D): m/z = 555 (M+1). R, = 6.00 min. 
EXAMPLE 526 (general procedure (V)) 

3-(4-{[(4-terf-Butvlcvclohexvl)-(4-isopropoxvbenzovl)amino1methyl}benzovlamino)propionic 
acid 
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1 H NMR (DMSO): 5 8.53 (t. 1H); 7.82 (d, 2H); 7.42 (d. 2H); 7.33-7.20 (m. 9H); 7.08 (d, 2H); 
7.00 (d, 2H);5.10(s, 2H). 

HPLC-MS (Method D): m/z = 575 (M+1). R, = 6.00 min. 
EXAMPLE 522 (general procedure (V)) 

3-(4-(f(4-Cvclohexvlphenvl)-(9-oxo-9H-fluorene-3-c^rbonvl)amino1methvl)benzovlamino)- 
propionic acid 




HPLC-MS (Method D): m/z = 587 (M+1). R, = 5.40 min. 
EXAMPLE 523 (general procedure (V)) 

3-(4-(r(4-CvclohexvlphenvlH4-isopropoxvbenzoyl)amino1methvl)benzovlamino)propionicacid 




1 H NMR (DMSO): 5 8.52 (t, 1H); 7.78 (d, 2H); 7.40 (d, 2H); 7.27 (d, 2H); 7.09 (d, 2H); 7.00 (d, 
2H); 6.76 (d, 2H); 5.15 (s,2H). 

HPLC-MS (Method D): m/z = 543 (M+1). R, = 5.67 min. 
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EXAMPLE 519 (general procedure (V)) 
4-{r(4-BenzylbenzoylH4-piperidin-^ 



5 1 H NMR (DMSO): 5 8.07 (d, 2H); 7.51 (d, 2H); 7.32-7.28 (m, 4H); 7.25-7.18 (m, 3H); 7.13 (d, 
2H); 6.93 (d, 2H); 6.76 (d, 2H); 5.10 (s, 2H). 

HPLC-MS (Method D): m/z =572 (M+1). R, = 4.17 min. 

10 EXAMPLE 520 (general procedure (V)) 

3-(4-(r(4-Cvclohexvlphenvl)-(4-isobutvlbenzovl)amino1methvl}benzovlamino)propionic acid 



1 H NMR (DMSO): S 8.54 (t, 1H); 7.83 (d, 2H); 7.44 (d, 2H); 7.26 (d, 2H); 7.09-7.04 (m, 4H); 
15 7.00 (d,2H); 5.18 (s,2H). 

HPLC-MS (Method D): m/z = 541 (M+1). R t = 6.17 min. 

EXAMPLE 521 (general procedure (V)) 
20 3-(4-([(4-Benzvlbenzovl)-(4-cyclohexvlphenyl)aminolmethvl)benzovlamino)propionic acid 




o 




o 




o 
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HPLC-MS (Method D): m/z = 500 (M+1). R, = 5.03 min. 
EXAMPLE 517 (general procedure (V)) 

4-(((4-tert-BuWlcvclohexvn-f2-(4-methvlsulfonvlphenvl)acetvl1amino)methvl)-A/-(2H-tetrazol-5- 
vQbenzamide 



1 H NMR (DMSO. Isomers 2:1): 

Set 1 (minor isomer): 5 8.16 (d, 2H); 7.88 (d, 2H); 7.52 (d, 2H); 7.47 (d, 2H); 4.80 (s, 2H). 
Set 2 (major isomer): 5 8.06 (d, 2H); 7.96 (d, 2H); 7.64 (d, 2H); 7.42 (d, 2H); 4.70 (s, 2H). 

HPLC-MS (Method D): m/z = 553 (M+1). R, = 4.83 min. 

EXAMPLE 518 (general procedure (V)) 

4-([(4-lsobutvlbenzovl)-(4-piperidin-1-vlphenvl)aminolmethyl)-A/-(2H-tetrazol-5-vl)benzamide 



1 H NMR (DMSO): 8 8.11 (d, 2H); 7.55 (d, 2H); 7.31 (d, 2H); 7.08 (d, 2H); 6.96 (d, 2H); 6.80 
(d, 2H); 5.10 (s. 2H). 





o 



HPLC-MS (Method D): m/z = 538 (M+1). R, = 4.23 min. 
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EXAMPLE 514 (general procedure (V)) 

4-{r(4-fert-Butvlcvc)ohexyl)-(3^ 

benzamide 



1 H NMR (DMSO): 5 8.11 (d, 2H); 8.00-7.70 (m, 3H); 7.65-7.40 (m, 3H); 4.70 (s, 2H). 
HPLC-MS (Method D): m/z = 529 (M+1). R t = 5.77 min. 

10 

EXAMPLE 515 (general procedure (V)) 

4-([(4-ferf-ButylcyclohexvlMnaphtM 

benzamide 



15 

HPLC-MS (Method D): m/z = 511 (M+1). R t = 5.77 min. 
EXAMPLE 516 (general procedure (V)) 

4-{f(4-fert-Butvlcvclohexvl)'(1H-indol-4-vlcarbonvl)aminolmethyl)-A/-(2/-/-tetrazol-5-vl)- 
20 benzamide 



1 H NMR (DMSO): 8 8.20-8.05 (m, 2H); 7.70-7.60 (m, 1H); 7.60-7.45 (m, 3H); 7.28-7.12 (m, 
1H); 7.08 (d, 1H); 6.40 (m, 1H); 4.70 (s br 2H). 



5 
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EXAMPLE 51 1 (general procedure (V)) 

4-(f(4-tert-Butvlcvclohexvl)-(4-isobutvlbenzovl)aminolmethyl>-A/-(2H-tetrazol-5-vl)benzamide 



5 'H NMR (DMSO): 8 8.12 (d, 2H); 7.60-7.28 (m. 6H); 4.80 (m, 2H) 

HPLC-MS (Method D): m/z = 517 (M+1). R, = 6.50 min. 

EXAMPLE 512 (general procedure (V)) 
10 4-fr(4-te/t-Butvlcvclohexvl)-(4-benzvlbenzovl)amino1methvl>-A/-(2H-tetrazol-5-vl)benzamide 

H 3 C V CH 3 



1 H NMR (DMSO): 5 8.07 (d, 2H); 7.60-7-15 (m, 1 1H) 
1 5 HPLC-MS (Method D): m/z =551 (M+1 ). R, = 6.23 min. 
EXAMPLE 513 (general procedure (V)) 

4-(f(4-te/t-Butvlcvclohexvl)-(4-isopropoxvbenzovl)aminolmethvl)-A/-(2H-tetrazol-5-yl)- 
benzamide 




o 




o 




20 



O 



1 H NMR (DMSO): 5 8.10 (d, 2H); 7.60-7.40 (m, 4H); 4.80-4.70 (m, 3H). 



HPLC-MS (Method D): m/z = 519 (M+1). R, = 5.87 min. 
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HPLC-MS (Method D): m/z = 571 (M+1). R, = 6.27 min. 

EXAMPLE 509 (general procedure (V)) 
5 4-(r(4-Cvclohexvlphenvl)-(9-oxo-9H-fluorene-4-carbonvl)amino1methyl)-A/-(2H-tetrazol-5-vl)- 



benzamide 




1 H NMR (DMSO): 8 8.17 (d, 2H); 7.72 (d, 1H); 7.68-7.62 (m, 3H); 7.55-7.50 (m. 2H); 7.45 (d, 
10 1H); 7.25 (t, 1H); 7.05 (d. 2H); 7.02 (d, 2H); 5.30 (s, 2H). 

HPLC-MS (Method D): m/z = 583 (M+1). R, = 5.63 min. 

EXAMPLE 510 (general procedure (V)) 
15 4-(f(4-Cvclohexvlphenvl)-(3-trifluoromethylbenzovl)amino1methyl)-A/-(2H-tetrazol-5-vl)- 



benzamide 




1 H NMR (DMSO): 5 8.09 (d, 2H); 7.76 (d, 1H); 7.71 (d, 1H); 7.59-7.55 (m, 4H); 7.12 (s, 4H); 
20 5.30 (s, 2H). 



HPLC-MS (Method D): m/z = 549 (M+1). R, = 5.87 min. 
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EXAMPLE 506 (general procedure (V)) 

344-(((4-(e/t-ButvlcvclohexvlH2-(4-trifluoromethoxyphenvl)acetvllamin 
aminolpropionic acid 



1 H NMR (DMSO. Isomers): 8 8.57 + 8.51 (t ( 1H); 7.90 + 7.79 (d, 2H); 7.50-7.30 (m, 6H); 4.74 
+ 4.60 (s, 2H). 

HPLC-MS (Method D): m/z = 563 (M+1). R t = 5.73 min. 

EXAMPLE 507 (general procedure (V)) 
4-(f(4-CYclohexylphenvlH4-isobutvfo 



HPLC-MS (Method D): m/z = 537 (M+1). R t = 6.57 min. 
EXAMPLE 508 (general procedure (V)) 

4-(f(4-Cvclohexvlphenvl)-(4-benzvlbenzoyl)amino1methvl)-A/-(2H-tetrazol-5-vnbenzamide 



1 H NMR (DMSO): 5 8.09 (d, 2H); 7.55 (d, 2H); 7.34-7.30 (m, 4H); 7.26-7.04 (m, 9H); 5.20 (s, 
2H). 





o 




o 
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EXAMPLE 504 (general procedure (V)) 
3-r4-({(2.2-DiphenvlethylH2-(4-trifluoro 
propionic acid 




5 

1 H NMR (DMSO): S 8.58 (t. 1H); 8.53 (t, 1H); 7.88 (d. 2H); 7.82 (d, 2H); 7.47-7.26 (m. 28 H); 
7.20 (d, 2H); 7.15 (d, 2H); 4.62 (s, 2H); 4.52 (t, 2H); 4.41 (s, 2H); 4.08 (d, 2H); 4.03 (d, 2H). 

HPLC-MS (Method D): m/z = 605 (M+1). R, = 5.33 min. 

10 

EXAMPLE 505 (general procedure (V)) 

3-(4-{rr3-(2,6-Dichlorophenvl)acrvlovll-(2.2-diphenvlethvl)aminolmethvl)benzovlamino)- 
propionic acid 




15 

1 H NMR (DMSO): 8 8.55 (t, 1H); 7.84 (dd, 2H); 7.83-7.24 (m, 16); 7.18+6.95 (d. 1H); 4.70- 
4.50 (m, 3H); 4.21 (t, 2H). 

HPLC-MS (Method D): m/z = 601 (M+1). R, = 5.33 min. 

20 
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EXAMPLE 502 (general procedure (V)) 

4- (f(4-te/t-Butylcvclohexvl)-r2-(4-trifluoromethoxvphenvl)a(^tvnamino)methvl)-/\/-(2H-tetrazol- 

5- yl)benzamide 




1 H NMR (DMSO. Isomers 2:1): 5 8.17 + 8.07 (d, 2H); 7.55-7.45 (m, 2H); 7.45-7.30 (m, 4H); 
4.80 + 4.64 (s, 2H). 

HPLC-MS (Method D): m/z = 559 (M+1). R, = 5.97 min. 
EXAMPLE 503 (general procedure (V)) 

4-(((4-tert-Butvlcvclohexvl)-f3-(2.6-dichlorophenYl)acrvlovnamino}methyl)-A/-(2H-tetrazol-5- 
vDbenzamide 




o ci 



1 H NMR (DMSO. Isomers 1:1): 8 8.18-8.12 (m, 2H); 7.68-7.30 (m, 7H); 6.85 (d, 1H); 4.88 (s, 
1H);4.79 (s, 1H). 

HPLC-MS (Method D): m/z = 555 (M+1). R, = 6.13 min. 
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EXAMPLE 500 (general procedure (V)) 

4-{[r3-(2-Chlorophenvl)acrvlovll-(4-cvclohexvlphenvl)aminolmethyl>-/\/-(2H-tetrazol-5-vl)- 
benzamide 



'H NMR (DMSO): 8 8.11 (d, 2H); 7.94 (d, 1H); 7.59 (d, 1H); 7.51 (d, 2H); 7.53 (t, 2H); 7.40 (d, 
1H); 7.36 (d, 2H); 7.28 (d, 2H); 6.55 (d, 1H); 5.19 (s, 2H). 

HPLC-MS (Method D): m/z = 541 (M+1). R, = 6.13 min. 

10 

EXAMPLE 501 (general procedure (V)) 

44ff3-(2-Bromophenvl)acrylovl1-(4-cvclohexvlphenvl)arnino1methvl>-A/-(2/-y-tetrazol-5-vl)- 
benzamide 



1 H NMR (DMSO): 8 8.11 (d, 2H); 7.91 (d, 1H); 7.76 (d, 1H); 7.52 (d, 2H); 7.43-7.30 (m, 5H); 
7.28 (d, 2H); 6.50 (d br, 1H); 5.19 (s, 2H); 





o 



Br 



HPLC-MS (Method D): m/z = 587 (M+1). R, = 6.23 min. 

20 
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EXAMPLE 498 (general procedure (V)) 

4-(ff2-(3-Chlorophenoxy)propionvll-(4-cvclohexvlphenvl)amino1methyl)-A/-(2H-tetra2ol-5-vl)- 
benzamide 




1 H NMR (DMSO): 5 8.09 (d, 2H); 7.41 (d, 2H); 7.33 (t, 1H); 7.29 (d, 2H); 7.23 (d, 2H); 7.08 (d, 
1H); 6.75, (m, 2H); 5.10 (d. 1H); 4.92 (d, 1H); 4.82 (q, 1H). 

HPLC-MS (Method D): m/z = 559 (M+1). R, = 6.10 min. 

EXAMPLE 499 (general procedure (V)) 

4-(r(4-Cvclohexvlphenvl>-(2-naphth-2-vla(^tvnamino1methviy-/V-(2H-tetrazol-5-vn-benzamide 




1 H NMR (DMSO): 5 8.09 (d, 2H); 9.95 (m, 1H); 7.92-7.85 (m, 2H); 7.58-7.54 (m, 3H); 7.48 (d, 
2H); 7.32 (d, 3H); 7.24 (d, 2H); 5.05 (s, 2H). 

HPLC-MS (Method D): m/z = 545 (M+1). R, = 6.23 min. 
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EXAMPLE 496 (general procedure (V)) 

4-(((4-CvclohexvlphenvlH2-(2,4-difluorophenvl)acetvl1amino)methyl)-A/-(2H-tetrazol-5-vl)- 
benzamide 




5 

1 H NMR (DMSO): 8 8.11 (d, 2H); 7.48 (d. 2H); 7.38-7.32 (m, 3H); 7.27-7.20 (m, 3H); 7.08 (t, 
1H); 5.03 (s, 2H). 

HPLC-MS (Method D): m/z = 531 (M+1). R, = 5.87 min. 

10 

EXAMPLE 497 (general procedure (V)) 

4-(f(2-Biphenvl-4-vl-acetvl)-(4-cvclohexvlphenvl)aminolmethvl)-/S/-(2H-tetrazol-5-yl)- 
benzamide 




15 

'H NMR (DMSO): 8 8.10 (d, 2H); 7.72 (d, 2H); 7.64 (d, 2H); 7.54 (t, 2H); 7.48 (d, 2H); 7.43 (t, 
1H); 7.34 (d, 2H); 7.26-7.21 (m, 4H); 5.02 (s, 2H). 

HPLC-MS (Method D): m/z = 571 (M+1). R, = 6.50 min. 



20 
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EXAMPLE 494 (general procedure (V)) 

4-(((4-CyclohexvlphenylH2-(4-trifl^ 

yQbenzamide 




1 H NMR (DMSO): 5 8.09 (d, 2H); 7.47 (d, 2H); 7.33-7.22 (m, 8H); 5.03 (s, 2H). 
HPLC-MS (Method D): m/z = 579 (M+1). R t = 6.27 min. 
EXAMPLE 495 

4-(((4-Cyclohex-1-enylphenylH3-chlorobenzoyl)amino)methyl)-A/-(2H-tetrazo 
benzamide 




o 



1 H NMR (DMSO): 5 12.4 (S, 1H), 8.02 (d, 2H), 7.50 (d, 2H), 7.35 (m, 1H), 7.42 (s, 1H), 7.25 
(m, 4H), 7.06 (d, 2H), 6.12 (t, 1H), 5.19 (s, 2H), 2.22 (m, 2H), 2.12 (m, 2H), 1.65 (m, 2H), 
1.55 (m, 2H) 
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'H NMR (DMSO): 6 8.09 (d. 2H); 7.41 (d, 2H); 7.34 (d, 2H); 7.25 (dd, 4H); 6.75 (d, 2H); 5.00 
(d, 2H); 4.61 (d. 1H). 

HPLC-MS (Method D): m/z = 559 (M+1). R, = 6.10 min. 
EXAMPLE 492 (general procedure (V)) 

4-({(4-Cvclohexvlphenvl)-r2-(3-trifluoromethoxvphenvl)acetvllamino)methvl)-/\/-(2H-tetrazol-5- 
vDbenzamide 




1 H NMR (DMSO): 8 8.10 (d, 2H); 7.45 (m, 3H); 7.30 (m, 3H); 7.20 (m, 3H); 7.08 (s, 1H); 5.03 
(s, 1H). 

HPLC-MS (Method D): m/z = 579 (M+1). R, = 6.23 min. 
EXAMPLE 493 (general procedure (V)) 

4-(((4-Cvclohexvlphenvl)-f2-(4-trifluoromethoxvphenoxv)propionyllamino)methYl)-A/-(2/-/- 
tetrazol-5-vl)benzamide 




'H NMR (DMSO): 5 8.10 (d, 2H); 7.43 (d, 2H); 7.31 (d, 2H); 7.25 (s, 4H); 6.83 (d, 2H); 5.01 
(dd. 2H); 4.83 (q. 1H). 

HPLC-MS (Method D): m/z = 609 (M+1). R, = 6.27 min. 
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EXAMPLE 489 (general procedure (V)) 

4-(f(4-tert-Butvlcyclohexvl)-^ 

benzamide 




o 



5 

1 H NMR (DMSO): 8 8.14 (d, 2H); 7.70-7.40 (m, 6H); 4.82 (s, 2H). 

HPLC-MS (Method D): m/z = 545 (M+1). R, = 5.70 min. 

10 EXAMPLE 490 (general procedure (V)) 

5-Chlorobenzofuran-2-carboxvlic acid (4-fe/t-butvlcvclohexvlVf4-(2H-tetrazol-5-vlcarbamoyl)- 
benzvllamide 




15 1 H NMR (DMSO): 5 8.13 (d, 2H); 7.90 (s, 1H); 7.54 (dd, 4H); 4.98 (s, 1H). 
HPLC-MS (Method D): m/z = 535 (M+1). R t = 6.10 min. 

EXAMPLE 491 (general procedure (V)) 
20 4-irf2-(4-Chlorophenoxv)propionyll-(4-CYCloh 



benzamide 




o 
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EXAMPLE 486 (general procedure (V)) 

Naphtalene-2-carboxvlic acid (4-terf-butvlcvclohexvl)-f4-(2H-tetrazol-5-vtcarbamovl)benzyl1- 
amide 




5 

HPLC-MS (Method E): m/z = 511 (M+1). R, = 3.47 min. 
EXAMPLE 487 (general procedure (V)) 

Biphenvl-4-carboxylic acid (4-fert-butvlcvclohexvl)"[4~(2H-tetrazol-5-vlcarbamovl)benzvn- 
10 amide 



n-n o 

HN 




1 H NMR (DMSO): 8 8.15 (d, 2H); 7.90-7.40 (m. 9H); 4.84 (s. 2H). 
15 HPLC-MS (Method D): m/z =537 (M+1). R t = 6.13 min. 
EXAMPLE 488 (general procedure (V)) 

4-(r(4-fe/t-Butvlcvclohexvl)-(4"Cvclohexvlbenzovl)amino1methvl)-/\/-(2H-tetrazol-5-vl)- 
benzamide 



HN NSN 9 




20 

1 H NMR (DMSO): 5 8.13 (d, 2H); 7.70-7.30 (m, 6H); 4.79 (s, 1H). 
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1 H NMR (DMSO): 8 8.09 (d. 2H); 8.09 (d, 4h); 7.84 (d, 2H); 7.65 (d, 2H); 7.57 (m, 3-4H); 7.12 
(S, 4H); 5.24 (s, 2H). 

HPLC-MS (Method E): m/z = 559 (M+1). R, = 2.77 min. 

5 

EXAMPLE 484 (general procedure (V)) 

4^r(4-Cvclohexvlphenvl)-(4-cyclohexvlbenzovl)aminolmethyl}-A/-(2H-tetrazol-5-vl)benzamide 




o 



10 ' 1 H NMR (DMSO): 8 8.08 (d, 2H) 7.53 (d, 2H); 7.30 (d, 2H); 7.15-7.05 (m, 6H); 5.21 (s, 2H). 

HPLC-MS (Method E): m/z = 563 (M+1 ). R, = 3.99 min. 

EXAMPLE 485 (general procedure (V)) 
15 4-(f(4-Cvclohexvlphenvl)-(4-triflourmethoxvbenzovQaminolmethyl)-A/-(2H-tetrazol-5-vl)- 



benzamide 




o 



1 H NMR (DMSO): 8 8.09 (d, 2H); 7.56 (d, 2H); 7.51 (d, 2H); 7.28 (d, 2H); 7.10 (dd, 4H); 5.24 
20 (s, 2H). 

HPLC-MS (Method E): m/z = 565(M+1). R t = 3.52 min. 
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EXAMPLE 481 (general procedure (V)) 
4-ff(4-CyclohexvlphenvlH3-nitrobenzovl)amino1me 



1 H NMR (DMSO): 5 8.20 (d, 1H); 8.17 (s, 1H); 8.09 (d, 2H); 7.81 (d, 1H); 7.60 (m, 3H); 7.14 
(dd, 4H); 5,29 (s, 2H). 

HPLC-MS (Method E): m/z = 526 (M+1). R t = 3.18 min. 

EXAMPLE 482 (general procedure (V)) 

4- (f(4-CvclohexvlphenvlH2-hvdro^ 

5- vl)benzamide 



HPLC-MS (Method E): m/z = 543 (M+1). R t = 3.25 min. 
EXAMPLE 483 (general procedure (V)) 

4-(r(4-Cvclohexvlphenvl)-(4-methvlsulfonvlbenzovl)amino1methylV/V-(2H-tetrazol-5-vl)- 
benzamide 
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EXAMPLE 479 (general procedure (V)) 
4-(((4-fe/t-butylphenylH3-(2,6-dichloro^ 
benzamide 




1 H NMR (DMSO): 8 8.10 (d, 2H); 7.68 (d, 1H); 7.56-7.48 (m, 6H); 7.41 (t t 1H); 7.26 (d, 2H); 
6.56 (d f 1H); 5.17 (s, 2H). 

HPLC-MS (Method E): m/z = 549 (M+1). R t = 3.47 min. 

10 

EXAMPLE 480 (general procedure (V)) 

4-(((4-CvclohexylphenvlH3-(2,6-di^ 

benzamide 




o 

15 

1 H NMR (DMSO): 5 8.07 (d, 2H); 7.67 (d, 1H); 7.55 (d, 2H); 7.49 (d, 2H);7.40 (t, 1H); 7.32 (d, 
2H); 7.23 (d, 2H); 6.55 (d, 1H); 5.16 (d, 2H). 

HPLC-MS (Method E): m/z = 575 (M+1). R t = 3.76 min. 
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EXAMPLE 477 (general procedure (V)) 

4-(((4-terf-ButvlcvclohexylM3-(2.6-dichloro 

vDbenzamide 




o 



5 

1 H NMR (DMSO. Isomers ca 1:1): 8 8.20 (m, 2H); 7.60 (m, 6H); 6.84 (d, 1H); 4.88(s, 1H); 
4.78 (s, 1H). 

HPLC-MS (Method E): m/z = 555 (M+1). R, = 3.39. 3.45 min. 

10 

EXAMPLE 478 (general procedure (V)) 

4-(fr3-(2.6-Dichlorophenvl)acrvlovl1-(2.2-diphenylethvl)amino1methvl}-A/-(2H4etrazol-5-vlV 
benzamide 




15 

1 H NMR (DMSO. Isomers ca 1:1): 5 8.11 (s. 2H); 7.70-7.25 (m, 16 H); 7.20 (d, 1H); 6.93 (d, 
1H); 4.63 (s, 1H); 4.57 (s, 1H); 4.50 (t, 1H); 4.26 (d. 2H). 

HPLC-MS (Method E): m/z = 598 (M+1 ). R, = 3.09 min. 

20 
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EXAMPLE 475 (general procedure (V)) 

Benzofuran-2-carboxylic acid (4-fe^butvlcvc[ohexvl)-r4-(2H-tetrazol-5-vlcarbamovl)benzvn- 
amide 



1 H NMR (DMSO. Isomers ca 1:1): 5 8.13 (d, 2H); 7.95-7.65 (m, 2H); 7.56 (d, 2H); 7.55-7.30 
(m, 2H); 4.88 (s br, 2H); 4.23 (s br, 1H). 

HPLC-MS (Method E): m/z = 501 (M+1). R t = 3.20 min. 

EXAMPLE 476 (general procedure (V)) 

4-{f(4-tert-BuMcyclohexvlH3-thiopte^ 

benzamide 



1 H NMR (DMSO. Isomers ca 1:1): 8 8.20-8.05 (m, 2H); 7.80-7.40 (m, 4H); 7.40-6.85 (2H); 
4.87 (s, 1H); 4.75 (s, 1H). 

HPLC-MS (Method E): m/z = 495 (M+1). R t = 3.07 min. 





o 
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Step D: Resin bound benzofbUhiophene-2-carboxylic acid (4-tert-butylcyclohexvlH4-(2H- 
tetrazol-5-vlcarbamovl)benzvl1amide 

To the above resin bound 4-[(4-ferf-butylcyclohexylamino)methyl]-A/-(2H-tetrazol-5-yl)- 
benzamide was added a solution of benzo[6]thiophene-2-carboxylic acid (400 ^mol) in a mix- 
5 ture of NMP, DCP and diisopropylethylamine (4.5:4.5:1, 1 mL) followed by a solution of Py- 
BrOP (400 ^mol) in DCP (500 pL). The mixture was allowed to react 3 hours at 50 °C. The 
resin was cooled to 25 °C while washed with NMP (4 x 1 mL), and DCM (10x1 mL). 

Step E: Benzorblthiophene-2-carboxvlic acid (4-te^butylcvclohexvlH4-(2H-tetrazot-5-yl- 
10 carbamovDbenzyllamide 

The above resin bound benzo[f>]thiophene-2-carboxylic acid (4-(ert-butylcyclohexyl)-[4-(2H- 
tetrazol-5-ylcarbamoyl)benzyl]amide (50 mg) was treated with 1.2 mL 20% trifluoroacetic 
acid in dichloromethane for 1 hour at 25°C. The product was filtered off and concentrated in 
vacuo to afford the title compound , 

15 

1 H NMR (DMSO): 5 8.14 (d, 2H); 8.1-7.9 (m, 2H); 7.81 (s, 2H); 7.60-7.50 (m, 3H); 4.96 (s, 
1H);4.89 (s br, 1H). 

HPLC-MS (Method D): m/z = 517 (M+1). R, = 5.80 min. 

20 

The following examples can be made as described above. 
EXAMPLE 474 (general procedure (V)) 

3H-lndene-1-carboxylic acid (4-tert-butylcvclohexvl)-r4-(2H-tetrazol-5-vlcarbamovl)benzvn- 
25 amide 




1 H NMR (DMSO): 8 8.15 (d, 2H); 7.70-7.30 (m, 6H); 6.82 (d, 1H) 
30 HPLC-MS (Method E): m/z =499 (M+1 ). R, = 3.07 min. 
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dichloroethane, 1 ,2-dichloropropane, acetonitrile, DMSO or a mixture of two or more of 
these, optionally in the presence of a side reaction inhibitor such as 3-hydroxy-4-oxo-3,4-di- 
hydro-1,2,3-benzotriazine, W-hydroxybenzotriazole or 1-hydroxy-7-azabenzotriazole. The re- 
action is performed between 20°C and 60°C, preferably at 50°C. Excess reagents are filtered 
5 off and the resin is washed several times with the solvent used during the reaction. 

Step E: 

Step E is identical to step E of general procedure (S). 

10 EXAMPLE 473' (general procedure (V)) 

Benzofblthiophene-2-carboxylic acid (4-tert-butvlcvclohexvl)-f4-(2/-/-tetrazol-5-vlcarbamovl)- 
benzvllamide 




15 Step A: Resin bound 4-formyl-/V-(2/-/-tetrazol-5-yl)benzamide 

150 pmol 4-formyl-A/-(2H-tetrazol-5-yl)benzamide was dissolved in a mixture of 250 \sL di- 
chloromethane, 250 pL DMF and 100 pL diisopropylethylamine and added to 50 mg polysty- 
rene resin functionalized with 2-chlorotrityl chloride. After shaking the suspension for 4 hours 
at 25°C, the resin was isolated by filtration and washed with 2x1 mL dichloromethane: 

20 methanohdiisopropylethylamine 17:2:1 and 2 x 1 mL DMF. 

Step C: Resin bound 4-f(4-fert-butvlcyclohexylamino)methyl1-A/-(2H-tetrazol-5-vl)benzamide 
The above resin bound 4-formyl-N-(2H-tetrazol-5-yl)benzamide (50 mg) was treated with a 
0.5 M solution of 4-ferf-butylcyclohexylamine (0.25 mmol, 38.75 mg) in a mixture of NMP and 
25 trimethylorthoformate (1:1, 0.5 mL) and glacial acetic acid (50 pL) for 1 hour at 25°C followed 
by sodium cyanoborohydride (250 pmol, 16 mg) dissolved in a mixture of NMP and methanol 
(1:1, 0.25 mL). Shaking at 25°C for 4 hours followed by filtration and washing with a mixture 
of NMP and methanol (1:1,2x1 mL), NMP (3 x 1 mL) and a mixture of 1 ,2-dichloropropane 
(DCP) and diisopropylethylamine (7:1, 2 x 1 mL) afforded the desired product. 

30 
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wherein r is as defined for formula (I), and 



PCT/DK(M)/()0264 



Resin. 



CI 




CI 



wherein PS is polystyrene 



5 Step A: 



The reaction is known (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 
24) and is generally performed by shaking a suspension of the resin with a solution of a nu- 
cleophilic Fmoc protected amine (V-A-Fmoc) or (IV) in the presence of a base such as 
triethylamine, diisopropylethylamine, dicyclohexylmethylamine or any other tertiary amine. 
10 Typical solvents are pyridine, dichloromethane, 1,2-dichloroethane, DMF, NMP, THF, DMSO 
or mixtures of two or more of these. The reaction is performed between 20°C and 120°C, 
preferably at 25°C. Excess reagents are filtered off and the resin is washed with any solvent 
mentioned above including mixtures hereof, containing a base as mentioned above and an 
alcohol, typically methanol, as a scavenger of unreacted resin bound 2-chlorotritylchloride. 



Step B: 

Step B is identical to step B of general procedure (S). 
Step C: 

20 Step C is identical to step C of general procedure (S). 
Step D: 

The acylation (The combinatorial index, Ed. Bunin, B. A. 1998, Academic Press, p. 78) is 
performed by adding an excess of D-X-OH in a solvent such as DMF, /V-methylpyrrolidinone, 

25 THF, dichloromethane, 1,2-dichloroethane, 1 ,2-dichloropropane, acetonitrile, DMSO or a 
mixture of two or more of these, optionally in the presence of a base such as W-methyl- 
morpholine, triethylamine, diisopropylethylamine, dicyclohexylmethylamine or another tertiary 
amine, followed by a coupling reagent such as dicyclohexylcarbodiimide, diisopropylcar- 
bodiimide, 1,1-carbonyldiimidazole, 2-(1f/-9-azabenzotriazole-1-yl)-1,1,3,3-tetramethyl- 

30 uranium hexafluorophosphate (PyBrOP) or bromo-tris-pyrrolidinophosphonium hexafluoro- 
phosphate in a solvent such as DMF, AZ-methylpyrrolidinone, THF, dichloromethane, 1,2- 



15 
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General procedure (V) for the solid phase synthesis of compounds of the general formula 

mi 

Alternatively, the solid support used in general procedure (B) can be a 2-chlorotrityl polysty- 
rene resin. 

o 

HO^Z^O 

V R 1 
"A-Fmoc (III) 

ReS in. c| ~ Resin-V^ A _ Fmoc Resin _ v _ A _J^ O 

Step A StepB R » 



OR 

0 



^ 7 .0 



o 



Resin. C| BW Resin — V — A — ^ 2 _^ 

Step A R 1 



9 H 2 N ~ E n E n-x-OH 

Resln _ v _ A _]^ y O _1 ^ Resin— v— A i (U ^ 

StepD 



\i StepC T7 



R 



9 E o E 

Resin — V— A ^ ' n ^ V — A *l I 



Ai StepE " T x ~ 

R 

(I]') 

wherein 

V, A, Z, R\ E and D are as defined for formula (I), 
Xis 



O 



-(CH 2 ) r — or ^C=C- 
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EXAMPLE 471 (general procedure (U)) 

441-(4-Cvclohexvlphenyl)-3-(3<:vclopenWlsulfo^ 

benzamide 




HPLC-MS (method B): m/z: 628, R, = 7.55 min. 

EXAMPLE 472 (general procedure (U)) 
4-ri-(4-Cvclohexvlphenyl)-3-(3-methyte 
benzamide 




1 H NMR (DMSO-de): 5 8.58(s, 1H), 7.99(d, 2H), 7.80(s f 1H), 7.63(d, 1H), 7.42(d, 2H), 7.40(d, 
1H) t 7.20(dd, 4H), 5.00(s, 2H), 2.70(s, 3H) f 1.85-1.15 (m, 10H). 



HPLC-MS (method B): m/z: 558, R, = 6.22 min. 
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EXAMPLE 469 (general procedure (U)) 
3-{4-f1-(4-Cvc1ohewlphenyl)-3^^ 
propionic acid 




1 H NMR (DMSO-d 6 ): 5 8.65 (s, 1H); 8.51 (t, 1H); 8.05 (s. 1H); 8.78 (m, 1H); 7.75 (d, 2H); 7.45 
(m, 2H); 7.30 (d, 2H); 7.22 (d, 2H); 7.12 (d, 2H); 4.95(s t 2H); 3.40 (m); 3.15 (s, 3H); 2.43 (t, 
2H); 1.90-1.15 (m) 

HPLC-MS (Method B): m/z = 578 (M+1). R t = 6:32 min. 

EXAMPLE 470 (general procedure (U)) 

4-f1-(4-Cvclohexvlphenyl)-3-(3-cycloprop 

tetrazol-5-vl)benzamide 




HPLC-MS (method B): m/z: 614, R t = 7.35 min. 
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EXAMPLE 467 (general procedure (U)) 

4- r3-(2-Chloro-5-methvlsulfamovlphenyl)-H 

5- vl)benzamide 




5 

1 H NMR (DMSO-t/e): 8 8.5 (d, 1H); 7.76 (d br, 2H); 7.60-7.35 (m, 5H); 7.32 (s, 4H); 5.00 (s. 
2H); 2.43 (d, 3H); 1.85-1-65 (m, 5H); 1.50-1.15 (m. 5H) 

HPLC-MS (Method B): m/z = 623 (M+1). R, = 7.82 min. 

10 

EXAMPLE 468 (general procedure (LP) 

4-(1-(4-Cvclohexvlphenvl)-3-[3-(3-isopropvl-[1,2,41oxadiazol-5-vl)phenyllureidomethvl>-A/- 
(2H-tetrazol-5-vl)benzamide 




15 

The oxadiazole was prepared by using A/-hydroxy-isobutyramidine as nucleophile instead of 
an amine as described in example 458. After cleavage from the resin, ring closure to the 
oxadiazole was conducted in refluxing toluene. 

20 1 H NMR (DMSO-d 6 ): 8 12.05 (s br, 1H); 8.68 (s, 1H); 8.28 (s, 1H); 8.05 (d. 2H); 7.80 (d, 1H); 
7.63 (d, 1H); 7.55-7.45 (m, 3H); 7.20 (s, 4H); 5.04 (s, 2H); 3.12 (h, 1H); 1.85-1-65 (m, 5H); 
1.50-1.15 (m+d, 11H) 

HPLC-MS (Method B): m/z = 624 (M+1). R, = 8.07 min. 

25 
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EXAMPLE 465 (general procedure (U)) 

/V-BuWI-3-(3-(4-cvclohexvlphenvl)-3-f4-(2H-tetrazol-5-vlcarbamoyl)-benzvl1ureido)benzamide 



5 'H NMR (300 MHz, DMSO-d 6 ): 5 1 1 .35 (s br, 1 H); 8.55 (m, 2H); 8.05 (d, 2H); 7.70 (s, 1 H); 
7.62 (d, 1H); 7.42 (m, 3H); 7.35-7.10 (m, 5H); 5.00 (s, 2H); 1.85-1.10 (m, 15H); 0.90 (t, 3H). 

HPLC-MS (method B): m/z = 595. R, = 7.48 min. 

10 EXAMPLE 466 (general procedure (U)) 

4-ri-(4-Cvclohexvlphenyl)-3-(2-methvlsulfonvlphenvl)ureidomethyl1-A/-(2H-tetrazoi-5-vl)- 



15 'H NMR (DMSO-d 6 ): 8 12.40 (s, 1H); 8.50-8.45 (s+d, 2H); 8.05 (d, 2H); 7.68 (d, 1H); 7.65 (t, 
1H); 7.52 (d, 2h); 7.22 (s, 4H); 7.18 (t, 1H); 5.00 (s, 2H); 3.00 (s. 3H); 1.85-1-65 (m, 5H); 
1.50-1.15 (m, 5H) 




benzamide 




HPLC-MS (Method B): m/z = 574 (M+1). R, = 7.38 min 

20 
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EXAMPLE 463 (general procedure (U)) 

A/./V-Dimethvl-3-(3-(4-cvclohexvlphenvl)-3-f4-(2H-tetra2ol-5-vlcarbamovl)- 
benzyllureidolbenzamide 




5 

'H NMR (300 MHz, DMSO-c/ 6 ): 8 12.30 (s br, 1H); 8.35 (s, 1H); 8.05 (d, 2H); 7.50 (m, 4H); 
7.20 (m, 5H); 6.95 (d, 1H); 5.00 (s, 2H); 3.15 (s, 3H); 2.94 (d br, 6H); 1.85-1.15 (m, 11H). 

HPLC-MS (method B): m/z = 567, R, = 6.47 min. 

10 

EXAMPLE 464 (general procedure (U)) 

/V/-Butvl-A/-methyl-3-(3-(4-cvcloriexvlphenvl)-3-f4-(2/-/-tetrazol-5-vlcarbarriovl)-benzvllureido}- 
benzamide 




15 

1 H NMR (300 MHz, DMSO-d 6 ): 5 12.30 (s br, 1H); 8.35 (s, 1H); 8.05 (d, 2H); 7.48 (m, 4H); 
7.35-7.20 (m, 5H); 6.95 (d, 1H); 5.00 (s, 2H); 2.92 (d br,3H); 1.85-0.70 (m, 18H). 

HPLC-MS (method B): m/z = 609, R, = 7.51 min. 

20 
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EXAMPLE 461 (general procedure (U)) 

A/,/V-Dimethvl-3-(3-(4-teAf-butvlphenvl)-3-f4-(2H-tetrazol-5-vlcarbamovl)benzvl1ureido>- 
benzamide 




5 

1 H NMR (200 MHz, DMSO-cfe): 5 12.35 (s br, 1H); 8.40 (s, 1H); 8.05 (d, 2H); 7.55-7.15 (m, 
9H); 6.98 (d, 1H); 5.03 (s, 2H); 2.95 (d, br, 6H); 1.30 (s, 9H). 

HPLC-MS (method B): m/z = 541 , R, = 5.80 min. 

10 

Example 462 (general procedure (U)) 

/\/./\/-Diethvl-3-(3-(4-terf-butylphenvl)-3-f4-(2H-tetrazol-5-vlcarbamovl)benzvnureido)- 
benzamide 




15 

'H NMR (200 MHz, DMSO-cfe): 8 12.35 (s br, 1H); 8.40 (s, 1H); 8.05 (d, 2H); 7.50-7.18 (m, 
9H); 6.95 (d, 1H); 5.01 (s, 2H); 3.24 (s, br, 4H);1.30 (s, 9H); 1.10 (s, br, 6H). 

HPLC-MS (method B) m/z = 569, R, = 6.77 min. 

20 
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D2) Amination reductrice sur support solide 

Elle s'effectue selon la procedure decrite dans la litterature (Pelter, A. ; Rosser, R.M. 
J. Chem. Soc. Perkin Trans 1 1984, 717-720 ; Bomann, M.D.; Guch, I.C. ; DiMare, 
M. J. Org. Chem. 1995, 60, 5995-5996; Khan, N.M. ; Arumugam, V. ; 
5 Balasubramanian, S. Tetrahedron Lett. 1996, 37 4819-4822) suivant le schema : 



Procedure generate : a la resine cetonique pregonftee dans le trimethylorthoformiate 
(TMOF) est ajoutee Famine primaire (5 a 10 eq.) puis le melange est sonique. On 
ajoute ensuite le complexe de borane pyridine (8 M, 5 a 10 eq.) et le melange est 
10 agitS 12 a 72 heures. La resine est filtree, lavee avec des solvants tels que le 
dichloromethane, la dimethylformamide, le methanol et le tetrahydrofiirane puis 
sechee sous vide. 

Preparation 5 



15 1 g (taux de charge de 1 mmol/g, 1 mmol) de resine cetonique sont pregonfles dans 
le TMOF. On ajoute ensuite la 2-(l-m6thyl-l//-indol-3-yl)ethylamine (1,01 g, 
10 mmol, 10 eq.) puis le complexe de borane pyridine (8M, 1,25 ml, 10 mmol, 
10 eq.). Le melange est agite 48 heures a temperature ambiante. La resine est filtree, 
rincee successivement avec du dichloromethane, du dimethylformamide, du 

20 methanol, du tetrahydrofiirane et du dichloromethane puis sechee sous vide. 1,05 g 
de resine jaune p^le sont ainsi obtenus avec un taux de charge de 0,91 mmol/g 
calcule d'apres Tanalyse Slementaire de l'azote. 




Amination reductrice 



R1NH 2 
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D3) Fonctionnalisation de Famine secondaire. 



D3a) Fonctionnalisation avec des isocvanates 




Procedure generate : la resine "amine secondaire" est pregonflee dans un solvant tel 
5 que le dichloromethane ou la dimethyl formamide avant 1'addition de Tisocyanate (3 k 
10 eq.). Le melange est agite 1 a 24 heures a temperature ambiante. La resine est 
alors filtree, lavee avec des solvants tels que le dichloromethane, la 
dimethyl formamide et le tetrahydrofurane puis s6chee sous vide. 

Preparation 6 




55 mg (50(imol) de la resine (voir preparation 5) sont pregonfles dans du 
dichloromethane anhydre. On ajoute ensuite le 4-trifluorophenylisocyanate (28 mg, 
150 (imol, 3 eq.) et le tout est agite 2 heures a temperature ambiante. La resine est 
filtree, rincee au tetrahydrofurane, au dimethyl formamide, au tetrahydrofurane puis 
1 5 au dichloromethane avant d'etre sechee sous vide. 

D3b) Fonctionnalisation avec des chloru res de sulfonvles 

Le mode operatoire de fonctionnalisation est identique a celui expos6 au point B3b. 
Dlcl Fonctionnalisation avec des chlorures cTacides 
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Le mode operatoire de fonctionnalisation est identique a celui expose au point B3c. 
Dld^l Fonctionnalisation avec des acides carboxvliaues 

Le mode operatoire de fonctionnalisation est identique a celui expose au point B3d. 
D4) Etape de clivage 

5 L'etape de clivage decritc ci-dessous est valable quelle que soit la fonctionnalisation 
oper6e au prealable sur Famine secondaire : 

N^N 1) R 3 X ^ 

^^^Xx^/Ri . 2) elimination d'Hoffman ^v^^\ N ^ R > 

S R 2 X= Br, I S R 2 

R 2 = -CONHX l5 -COX 2 , -S0 2 X 3 

Procedure generate : la resine disubstituee est gonflee dans des solvants tels que le 
dichloromethane, la dimethylformamide ou le t6trahydrofurane puis est ajoute 

10 Thalogenure R 3 X dans lequel R 3 a la signification indiqu6e prec^demment et X 
represente un atome d'halogene (5 eq.) et le melange agite toute la nuit a une 
temperature comprise entre 20 et 60° C. La resine est filtree, rincee avec des solvants 
tels que la dimethylformamide, le tetrahydrofurane, le methanol et le 
dichloromethane puis sechee sous vide. La resine est regonflee dans le 

15 dichloromethane et de la resine echangeuse d'ions basiques (Ouyang, X. ; 
Armstrong, R.W. ; Murphy, MM. J. Org. Chem. 1998, 63, 1027-1032) est ajoutee. 
Le tout est agite 48 heures A temperature ambiante. Les resines sont filtrees, rincees 
au dichloromethane et le filtrat concentre sous vide. 
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Exemple D4 : Uree de A^-[2-(l-mahyl-l//-indol-3-yl)ethyl]-yV-(l-methyi- 

4-piperidinyl)-A^-[4-(trifluoromethyl)phenyl] (C25H29F3N4O, 
M = 458,5) 




5 55 mg (50 nmol) de la resine uree sont gonfles dans de la dimethylformamide puis 
35 mg (250 ^mol, 5 eq.) de iodomethane sont ajoutes et le melange agite 18 heures a 
temperature ambiante. La resine est filtree, rincee avec de la dimethylformamide, du 
tetrahydrofurane, du methanol et du dichloromethane puis sechee sous vide. La 
resine est regonflee dans du dichloromethane puis environ 100 mg de resine 
10 amberlite IRA68 sont ajoutes et le melange agite 48 heures. Les resines sont filtrees, 
rincees avec du dichloromethane et le filtrat concentre pour donner 18 mg (rdt = 
78 %) d'une huile incolore. 

RMN l H (CD3OD, 400 MHz) 5: 7,65 (m, 2H); 7,40 (m, 2H); 7,31 (m, 1H); 7,20 (t, 
1H) ; 7,10 (m, 1H); 7,06 (m, 2H) ; 4,04 (m, 1H); 3,68 (s, 3H) ; 3,60 (t, 2H); 3,04 (t, 
15 2H); 2,94 (m, 2H); 2,29 (s, 3H); 2,14 (m, 2H) ; 1,91 (m, 2H) ; 1,76 (m, 2H). SM/CL : 
m/z = 459,3 (M+H). 

Pour les groupes R lf X h X 2 et X 3 tels qu'illustres aux points A et B ci-dessus, les 
groupes R 3 que Ton peut envisager pour la synthese de 4-aminopiperidines 
tri substitutes selon la procedure ci-dessus, sont les suivants : 
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[H, Br, Me, F, CI. CN, N0 2 . CF 3 , Ph, OCHF 2 , I, OCF 3 , SCF 3 , SCHF 2 ] 




[Br, Me, F, CI, I, CF 3 , CN, N0 2 , OCF 3 , OMe, OCHF 2 , SCF 3 . SCHF 2 , C0 2 Me] 

* 




[Br, CI, tBu, Me, F, CF 3 , CN, N0 2 , Ph, C0 2 Me, OCF 3 , OCHF 2 , SCF 3 , S0 2 Me, I] 
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L'invention a egalement pour objet les procedes de preparation des composes I selon 
l'invention, en phase solide ou liquide, tels que decrits precedemment. 

L'invention a plus particulierement pour objet un procede de preparation, en phase 
liquide, de composes de formule I telle que definie ci-dessus, caracterise en ce qu'il 
5 comprend 

l'amination reductrice de la piperidone N-substituee suivante 




dans laquelle R represente le radical methyle ou Boc, en presence d'une amine de 
formule RiNH 2 dans laquelle Ri a la signification indiquee ci-dessus, pour obtenir le 
10 compose de formule 1 




compose de formule (1) que Ton fait reagir avec 

A) soit un compose de formule X]NC(Y) dans laquelle X* et Y ont la signification 
indiqu6e ci-dessus, pour obtenir un compose de formule (2) 



15 




compose de formule (2) qui represente le compose de formule (I) correspondant dans 
lequel R3 represente Me ou Boc et qui, lorsque R3 represente Boc, peut etre soumis a 
un traitement acide pour obtenir le compose de formule (I) correspondant dans 
laquelle R3 represente Tatome d'hydrogene, 
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compose de formule (I) ainsi obtenu que Ton peut faire reagir avec un compose de 
formule X|NC(Y), X 2 C0 2 H ou bien X 3 S0 2 C1 dans laquelle X u Y, X 2 et X 3 ont la 
signification indiquee ci-dessus, pour obtenir le compose de formule I correspondant 
dans laquelle R 2 represente un radical de formule -C(Y)NHXi et R3 le radical-C(Y)- 
5 NHXj , -C(0)X 2 ou SO2X3 respecti vement ; 

B) soit un compose de formule X 2 C0 2 H dans laquelle X 2 a la signification indiquee 
ci-dessus, pour obtenir un compose de formule (3) 



compose de formule (3) qui represente le compose de formule (I) correspondant dans 
10 lequel R 3 represente Me ou Boc et qui, lorsque R3 represente Boc, peut etre soumis h 
un traitement acide pour obtenir le compose de formule (I) correspondant dans 
laquelle R3 represente Patome d'hydrog&ie, 

compost de formule (I) ainsi obtenu que Ton peut faire reagir avec un compose de 
formule X|NC(Y), X 2 C0 2 H ou bien X 3 S0 2 C1 dans laquelle X|, Y, X 2 et X 3 ont la 
15 signification indiquee ci-dessus, pour obtenir le compose de formule I correspondant 
dans laquelle R 2 represente un radical de formule -C(0)X 2 et R 3 le radical-C(Y)- 
NHX], -C(0)X 2 ou S0 2 X 3 respecti vement. 

^invention a plus particulifcrement pour objet egalement un procede de preparation, 
en phase solide, de composes de formule I telle que definie ci-dessus, caracterise en 
20 ce qu'il comprend 

Pamination reductrice de la resine c6tonique 





en presence d'une amine de formule R|NH 2 dans laquelle R| a la signification 
indiquee ci-dessus, pour obtenir le compose de formule (4) 
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0 




compose de formule (4) que Ton fait reagir avec 

A) soit un compost de formule XiNC(Y) dans laquelle X| et Y ont la signification 
indiqu6e ci-dessus, pour obtenir un compose de formule (5) 



5 




suivi du clivage de la resine pour obtenir le compose de formule (I) correspondant 
dans laquelle R 3 represente Fatome d'hydrogene, 

B) soit un compose de formule X3SO2CI dans laquelle X3 a la signification indiquee 
ci-dessus, pour obtenir un compose de formule (6) 



O 



10 




suivi du clivage de la resine pour obtenir le compost de formule (I) correspondant 
dans laquelle R3 represente Fatome d'hydrogene, 

C) soit un compose de formule X2CO2CI dans laquelle X 2 a la signification indiquee 
ci-dessus, pour obtenir un compose de formule (7) 
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O 



N 



a 




(7) 



suivi du clivage de la resine pour obtenir le compose de formule (I) correspondant 
dans laquelle R 3 represente l'atome d'hydrogene ; 

D) soit un compose de formule X2CO2H dans laquelle X 2 a la signification indiquee 
5 ci-dessus, pour obtenir un compose de formule (7) tel que defini ci-dessus, suivi du 
clivage de la r6sine pour obtenir le compose de formule (I) correspondant dans 
laquelle R 3 repr6sente l'atome d'hydrogene. 

Enfin Tinvention a plus particulierement pour objet un procede de preparation, en 
phase solide, de composes de formule I telle que definie ci-dessus, caracterise en ce 
10 qu'il comprend 

Tamination reductrice de la resine c£tonique 



en presence d'une amine de formule R|NH 2 dans laquelle R\ a la signification 
indiquee ci-dessus, pour obtenir le compose de formule (8) 





15 



H 



(8) 



compose de formule (8) que Ton fait reagir avec 



A) soit un compose de formule XiNC(O) dans laquelle Xi a la signification indiquee 
ci-dessus, pour obtenir un compose de formule (9) 
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N' 



A 



NH 



(9) 



compose (9) ainsi forme que Ton fait reagir avec un compose de formule R3X dans 
laquelle R 3 est tel que defini ci-dessus et X represente Br ou I, suivi du clivage de la 
resine pour obtenir le compose de formule (I) correspondant ; 

5 B) soit un compost de formule X3SO2CI dans laquelle X3 a la signification indiquee 
ci-dessus, pour obtenir un compose de formule (10) 



compose (10) ainsi forme que Ton fait reagir avec un compose de formule R3X dans 
laquelle R 3 est tel que defini ci-dessus et X represente Br ou I, suivi du clivage de la 
10 resine pour obtenir le compose de formule (I) correspondant ; 

C) soit un compose de formule X2CO2CI dans laquelle X 2 a la signification indiquee 
ci-dessus, pour obtenir un compose de formule (11) 




X 3 



(10) 




(11) 



15 



compose (11) ainsi forme que Ton fait reagir avec un compose de formule R 3 X dans 
laquelle R 3 est tel que defini ci-dessus et X represente Br ou I, suivi du clivage de la 
resine pour obtenir le compose de formule (I) correspondant ; 
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D) soit un compose de formule X2CO2H dans laquelle X 2 a la signification indiquee 
ci-dessus, pour obtenir un compost de formule (1 1) tel que defirii ci-dessus, 

compose (11) ainsi forme que Ton fait reagir avec un compose de formule R 3 X dans 
laquelle R 3 est tel que defini ci-dessus et X represente Br ou I, suivi du clivage de la 
5 resine pour obtenir le compose de formule (I) correspondant 

Les composes I de la presente invention poss&tent d'interessantes propriety 
pharmacologiques. Cest ainsi que Ton a decouvert que les composes I de la presente 
invention ont une haute affinity pour un (ou plusieurs) des recepteurs de la 
somatostatins lis peuvent etre utilises comme agonistes ou antagonistes 
10 non-peptidiques de la somatostatine de manifcre selective ou non. 

Les composes de la presente invention peuvent ainsi etre utilises dans differentes 
applications therapeutiques. lis peuvent avantageusement etre utilises pour traiter les 
etats pathologiques ou les maladies tels que presentes ci-dessus et dans lesquels un 
(ou plusieurs) des recepteurs de la somatostatine est(sont) impliqu6(s). 

15 On trouvera ci-apres, dans la partie experimentale, une illustration des proprietes 
pharmacologiques des composes de Tinvention. 

La presente demande a egalement pour objet, & titre de medicaments, les produits de 
formule I telle que definie ci-dessus, ainsi que les sels d'addition avec les acides 
mindraux ou organiques pharmaceutiquement acceptables desdits produits de 
20 formule I, ainsi que les compositions pharmaceutiques contenant, a titre de principe 
actif, un au moins des medicaments tels que definis ci-dessus, en association avec un 
support pharmaceutiquement acceptable. 

La composition pharmaceutique peut etre sous forme d'un solide, par exemple, des 
poudres, des granules, des comprimes, des gelules ou des suppositoires. Les supports 
25 solides appropri6s peuvent etre, par exemple, le phosphate de calcium, le stearate de 
magnesium, le talc, les sucres, le lactose, la dextrine, Tamidon, la gelatine, la 
cellulose, la cellulose de methyle, la cellulose carboxymethyle de sodium, la 
polyvinylpyrrolidine et la cire. 

Les compositions pharmaceutiques contenant un compost de l'invention peuvent 
30 aussi se presenter sous forme liquide, par exemple, des solutions, des 6mulsions, des 
suspensions ou des sirops. Les supports liquides appropries peuvent etre, par 
exemple, Teau, les solvants organiques tels que le glycerol ou les glycols, de meme 
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que leurs melanges, dans des proportions variees, dans Feau, additionnes a des huiles 
ou des graisses pharmaceutiquement acceptables. Les compositions liquides steriles 
peuvent etre utilisees pour les injections intramusculaires, intraperitoneales ou 
sous-cutanees et les compositions steriles peuvent egalement etre administree par 
5 intraveineuse. 

Certains composes de la formule generale I precedemment decrite sont couverts par 
la demande DE 2751138. Cette demande DE decrit des composes qui antagonisent 
les effets de la dopamine et des agents dopaminergiques endogenes ou exogenes et 
activent le mecanisme serotoninergique, activites tres differentes de celle decrite 
10 dans la presente demande. 

La pr6sente invention a done egalement pour objet Tutilisation des composes de 
formule generale I a 




R 2a 



*a 

sous forme racemique, d'enantiomere ou toutes combinaisons de ces formes, dans 
laquelle : 

15 Ria represente un radical (C]-Ci6)alkyle lineaire ou ramifie, alkenyle, alkynyle, 
-(CH 2 ) m -Y-Z! , ou -(CH 2 )m-Z| 2 dans lequel 

Z\ \ represente un (Ci-C6)alkyle ou aryle eventuellement substitue, 

Zu represente cyano, cyclohexenyle, 6w-phenyle, (C3-C7)cycloalkyle, 

(C3-C7)heterocycloalkyle eventuellement substitue, aryle eventuellement 

20 substitu6 ou heteroaryle Eventuellement substitue, 

ou bien Z\ 2 represente un radical de formule 

a) co oc> 



ou bien R] a represente un radical de formule 
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R2a represente un radical de formule -C(Y)NHXi, -C(0)X2 ou SO2X3 ; 

R3 a represente Patome d'hydrogene, un radical alkyle eventuellement substitue, 
alk£nyle, alkynyle, aralkyle eventuellement susbtitue, heteroarylalkyle 
Eventuellement substitue, ou un radical de formule -C(Y)-NHXi, -(CH2) n -C(0)X2, 
5 S0 2 X 3 ou 




X\ represente un radical (C 1 -Chalky le lin6aire ou ramifi£, alkenyle, alkynyle, 
-(CH 2 ) m -Y-Z2i ou -(CH2)pZ22 dans lequel 

Z21 represente un (Ci-C6)alkyle 
10 Z22 represente cyclohexenyle, indanyle, 6/s-phenyle, (C3-C7)cycloalkyle, 

(C3-C7)heterocycloalkyle, mono- ou di-alkylamino, -C(0)-0alkyle, ou 

aryle ou heteroaryle eventuellement substitue, 

ou Z22 represente un radical de formule 

a) qo 

X2 represente un radical (Ci-Cio)alkyle lin6aire ou ramifie, alkynyle eventuellement 
15 substitue par un radical phenyle (le radical phEnyle etant lui-meme eventuellement 
substitue), alkynyle, ou un radical de formule -(CH2) m -W-(CH 2 ) q -Z23 ou 
-(CH 2 ) P -U-Z24 dans lequel 

Z23 represente un (Ci-C$)alkyle ou aryle eventuellement substitue ; 
Z 2 4 represente alkyle, cyclohexenyle, 6w-ph6nyle, (C3-C7)cycloalkyle 
20 eventuellement substitu£, (C3-C7)h£t6rocycloalkyIe, cyano, amino, mono 

ou di-alkylamino, ou aryle ou heteroaryle eventuellement substitue, 
ou Z24 represente un radical de formule 
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GP^ 




ou le groupe protecteur (GP) represente H ou le terf-butyloxycarbonyle ; 

X3 represente un radical (Ci-Cio)alkyle linSaire ou ramifie, alk6nyle eventuellement 
substitue par un radical phenyle (le radical phenyle etant lui-meme eventuellement 
5 substitue), CF3, ou -(CH 2 )pZ25 dans lequel 

Z25 represente aryle ou heteroaryle eventuellement substitue, 
ou bien X3 represente un radical de formule 

;o,s] 

eventuellement substitue parun ou plusieurs radicaux halo 

identiques ou differents ; 

Y represente un atome d'oxygene ou de soufre ; 
10 W represente un atome d'oxygene, de soufre ou SO2 ; 

U represente une liaison covalente ou 1'atome d'oxygene ; 

n est un entier de 0 a 4 ; 

m est un entier de 1 a 6 ; 

p est un entier de 0 a 6 ; 
15 q est un entier de 0 a 2, 
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ou leurs sels ^addition avec les acides mineraux ou organiques pharmaceutiquement 
acceptables, pour la preparation d'un medicament destine a traiter les etats 
pathologiques ou les maladies dans lesquels un (ou plusieurs) des recepteurs de la 
somatostatine est (sont) implique(s). 

5 L'invention a plus particulierement pour objet Tutilisation des produits de formule 
generate I a telle que definie ci-dessus, caracterisee en ce que 

i) le ou les substituant(s) que peuvent porter les radicaux aryle que representent Z n et 
Z12 et heteroaryle que represente Z\2 sont choisis independamment parmi les 
radicaux fluoro, chloro, bromo, iodo, alkyle, alkoxy, alkylthio, -CF3, -OCF 3 , phenyle, 

10 phenoxy, aminosulfonyle ; 

ii) le ou les substituant(s) que peut porter le radical heterocycloalkyle que represente 
Zu sont choisis independamment parmi ies radicaux oxy et alkyle ; 

iii) le ou les substituant(s) que peut porter les radicaux aryle et heteroaryle que 

. i - 

represente Z22 sont choisis independamment parmi les radicaux fluoro, chloro, 
15 bromo, iodo, alkyle, alkenyle, alkoxy, alkylthio, CF3, OCF 3 , nitro, cyano, azido, 
aminosulfonyle, piperidinosulfonyle, mono- ou di-alkylamino, -C(0)-0-alkyle, 
-C(0)-alkyle, ou phenyle, phenoxy, phenylthio, benzyloxy, le radical phenyle 
pouvarit etre substitue ; 

iv) le oil les substituant(s) que peut porter les radicaux aryle que represente Z23 et 
20 Z 2 4, cycloalkyle et heteroaryle que represente Z 2 4 sont choisis independamment 

parmi les radicaux fluoro, chloro, bromo, iodo, alkyle, alkoxy, alkylthio, CF 3 , OCF 3 , 
OCHF2, SCF 3 , nitro, cyano,. azido, hydroxy, -C(0)0-alkyle, -0-C(0>alkyle, 
-NH-C(0)-alkyle, alkylsulfonyle, mono- ou di-alkylamino, amino, aminoalkyle, 
pyrrolyle, pyrrolydinyle ou bien les radicaux phenyle, phenoxy, phenylthio, benzyle, 
25 benzyloxy dont le radical aryle est eventuellement substitue par un ou plusieurs 
radicaux alkyle, CF 3 ou halo ; 

v) le ou les substituant(s) que peut porter les radicaux aryle et heteroaryle que 
represente Z25 sont choisis independamment parmi les radicaux fluoro, chloro, 
bromo, iodo, alkyle, alkoxy, CF 3 , OCF 3 , nitro, cyano, -NH-C(0)-alkyle, 

30 alkylsulfonyle, amino, mono- et di-alkylamino, phenyle, pyridino ; 

vi) le substituant que peut porter le radical alkyle que represente R 3 est le radical 
cyano. 
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vii) le ou les substituant(s) que peut porter le radical aralkyle que represente R3 sont 
choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, alkyle, 
alkoxy, CF 3 , OCF 3 , OCHF 2 , SCF 3 , SCHF 2 , nitro, cyano, -C(0)0-alkyle, 
alkylsulfonyle, thiadiazolyle, ou bien les radicaux phenyle et phenoxy dont le radical 

5 phenyle est eventuellement substitue par un ou plusieurs radicaux halo. 

viii) le ou les substituant(s) que peut porter le radical heteroarylalkyle que represente 
R 3 sont choisis independamment parmi les radicaux fluoro, chloro, bromo ou nitro. 

La presente invention a plus particulierement pour objet l'utilisation des composes de 
formule generate I a telle que dSfinie ci-dessus, dans laquelle Rj a represente un 
10 radical (Ci-QJalkyle lineaire ou ramifI6, le radical -(Cftym-Y-Zn ou -(CFh)™ -Z12 
dans lequel 

Zn represente un (Ci-C6)alkyle, 

Z12 represente 6/s-phenyle, (C3-C7)cycloalkyle, 

(C3-C7)heterocycloalkyle eventuellement substitue, ou aryle ou 
15 h^teroaryle eventuellement substitue par un ou plusieurs substituants 

choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 
alkyle, alkoxy, 
ou bien Zi 2 represente 




20 Y represente Tatome d'oxygene, 

ou bien Ri a represente un radical de formule 

crcx. 

La presente invention a plus particulierement pour objet Tutilisation des composes de 
formule generale I a telle que definie ci-dessus, dans laquelle R2 a represente un 
25 radical de formule -C(Y)NHXi, -C(0)X 2 ou S0 2 X 3 dans laquelle 

Xi represente un radical (Ci-Ci5)alkyle lineaire ou ramifi6, ou-(CH 2 )pZ22 dans 
lequel 

Z 22 represente cyclohexenyle, 6/j-phenyle, (C3-C7)cycloalkyle, 
(C3-C7)heterocycloalkyle, mono- ou di-alkylamino, -C(0)-0-alkyle, ou 
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aryle ou heteroaryle eventuellement substitue par un ou plusieurs 
radicaux choisis independamment parmi les radicaux fluoro, chloro, 
bromo, iodo, alkyle, alkoxy, alkylthio, CF 3 , OCF 3 , nitro, cyano, azido, 
piperidinosulfonyle, -C(0)-Oalkyle, -C(0)-alkyle, ou phenyle, 
5 ou bien Z 22 represente un radical de formule 

CO 

X2 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, alkynyle, 
-(CH 2 ) m -W-(CH 2 ) q -Z 23 ou -<CH 2 )p-U-Z 2 4 dans lequel 
W represente S0 2 , 
U represente une liaison covalente, 

10 Z 2 3 represente un radical aryle ; 

Z 2 4 represente cyclohexenyle, 6/5-phenyle, (C3-C7)cycloalkyle 
eventuellement substitue par un radical aminoalkyle, ou aryle ou 
heteroaryle eventuellement substitue par un ou plusieurs radicaux choisis 
parmi fluoro, chloro, bromo, iodo, alkyle, alkoxy, -CF 3 , -OCF3, SCF3, 

15 hydroxy, -0-C(0)-alkyle, mono- ou di-alkylamino, amino 

ou Z 2 4 represente un radical de formule 




ou bien X2 represente 




20 



X3 represente un radical -{CH 2 )pZ 2 5 dans lequel Z 25 represente un radical aryle 
6ventuellement substitue par un ou plusieurs radicaux identiques ou differents 
choisis parmi alkoxy et CF3. 
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La presente invention a plus particulierement pour objet l'utilisation des composes de 
formule generate I a telle que definie ci-dessus, dans laquelle R3 a represente l'atome 
d'hydrogene, un radical alkyle, alkenyle, heteroarylalkyle eventuellement substitue 
ou un radical de formule -C(Y)-NHXi, -C(0)X2 ou SO2X3 dans laquelle 

5 X] represente un radical -{CH 2 ) P Z22 dans lequel 

Z22 represente un radical aryle eventuellement substitue par un ou 
plusieurs radicaux choisis independamment parmi les. radicaux fluoro, 
chloro, bromo, iodo, alkyle, alkoxy, CF3, nitro, phenoxy ; 

X2 represente le radical vinyle substitue par un phenyle, le radical phenyle 
10 etant lui-meme eventuellement substitue par un ou plusieurs radicaux halo, ou 

-<CH2)p-U- z 24 dans lequel 

Z24 represente alkyle, (C3-C7)cycloalkyle, (C3-C7)heterocycloalkyle, 
fe/5-phenyle, amino, mono ou di-alkylamino, ou aryle ou heteroaryle 
eventuellement substitue par un ou plusieurs radicaux choisis parmi 
15 alkoxy, bromo, chloro, fluoro, hydroxy, CF 3 , nitro, amino, mono- et 

di-alkylamino, pyrrolyle, 
ou bien X2 represente un radical de formule 




X3 represente un radical (Ci-Cio)alkyle lineaire ou ramifid, le radical vinyle 
20 substitue par un radical (le radical phenyle etant lui-meme eventuellement 

substituS), CF3, ou -<CH 2 )pZ25 dans lequel 

Z25 represente aryle ou heteroaryle Eventuellement substitue par un ou 
plusieurs substituants choisis independamment parmi les radicaux fluoro, 
chloro, bromo, iodo, alkyle, alkoxy, CF 3 , nitro, -NH-C(0)-alkyle, mono- 
25 et di-alkylamino. 
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De maniere preferentielle, R] a represente un radical (Ci-C6)alkyle lineaire ou 
ramifie, le radical -(CH 2 ) m -Y-Z n ou -(CH 2 ) m -Zi 2 dans lequel 

Zj t represente un (Ci-C6)alkyle, 

Z12 represente naphtyle, morpholino, 6/s-phenyle, pyrrolidinyle substitue par le 
5 radical oxy, ou bien les radicaux phenyle, piperazinyle, pyridinyle et indolyle 

qui sont eventuellement substitues par un ou plusieurs substituants choisis 
ind6pendamment parmi les radicaux bromo, fluoro, chloro, alkyle, alkoxy, 
-CF 3 ,-OCF 3 ; 

ou bien Z12 represente 




Y represente Tatome d'oxygene, 
ou bien R] a represente un radical de formule ci-dessous : 




* 



De maniere preferentielle, R2a represente un radical de formule -C(Y)NHX], 
15 -C(0)X2 ou SO2X3 dans laquelle 

X] represente un radical (Ci-Cio)alkyle lineaire ou ramifie, ou -{CH 2 )pZ 2 2 
dans lequel 

Z22 represente cyclohexyle, cyclohexenyle, 6w-phenyle, morpholino, 
piperidino, mono- ou di-alkylamino, -C(0)-0-alkyle, ou phenyle, 
20 naphtyle ou fiiryle eventuellement substitue par un ou plusieurs radicaux 

choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 
alkyle, alkoxy, alkylthio, CF 3 , OCF 3 , nitro, cyano, azido, 
piperidinosulfonyle, -C(0)-0-alkyle, -C(0)-alkyle ou phenyle, 
ou bien Z22 represente un radical de formule 




25 X 2 represente un radical alkyle, alkynyle, -(CH 2 )m-W-(CH 2 ) q -Z 2 3 ou 

-(CH 2 )pZ 2 4 dans lequel 
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W represente SO2 ; 
Z23 represente le radical phenyl e ; 

Z24 represente cyclohexenyle, fos-phenyle, cyclohexyle eventuellement 
substitue par un radical aminoalkyle, ou phenyle, naphtyle, 
benzothienyle, thienyle ou indolyle eventuellement substitue par un ou 
plusieurs radicaux choisis parmi fluoro, chloro, bromo, iodo, alkyle, 
alkoxy, -CF 3 , -OCF 3 , SCF 3 , hydroxy, -0-C(0)-alkyle, -NH-C(0)-alkyle, 
mono- ou di-alkylamino, amino, ou 
Z24 represente un radical de formule 

ca„ ocy 

ou bien X2 represente 




X3 represente un radical -<CH 2 )pZ 2 5 dans lequel Z 2 s represente le radical 
phenyle eventuellement substitue par un ou plusieurs radicaux identiques ou 
15 differents choisis parmi alkoxy et CF3, 

De maniere preferentielle, R3 a represente Tatome d'hydrogene, un radical alkyle, 
alk6nyle ou furyl-methyl susbtitue par un ou plusieurs radicaux nitro, ou un radical 
de formule -C(Y)-NHX b -C(0)X 2 ou S0 2 X 3 dans laquelle 

X] represente un radical -(CH 2 )pZ22 dans lequel 
20 Z22 represente le radical phenyle ou naphtyle eventuellement substitue 

par un ou plusieurs radicaux choisis independamment parmi les radicaux 
fluoro, chloro, bromo, iodo, alkyle, alkoxy, CF 3 , nitro, phenoxy, 
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X2 represente le radical vinyle substitue par un radical phenyle lui-meme 
eventuellement substitue par un ou plusieurs radicaux halo, ou -{CH2) P -U-Z 2 4 
dans lequel 

Z24 represente alkyle, cyclohexyle, tetrahydrofiiryle, 6/s-phenyle, amino, 
5 mono ou di-alkylamino, ou phenyle, indolyle, thienyle, pyridinyle, 

benzothienyle et furyle eventuellement substitue par lin ou plusieurs 
radicaux choisis parmi alkoxy, bromo, chloro, fluoro, amino, mono- et 
di-alkylamino, nitro, hydroxy, pyrrolyle 
ou bien X2 represente un radical de formule 




10 




X3 represente un radical (Ci-Cio)alkyle lin&ure ou ramifie, le radical vinyle 
substitue par un radical phenyle, CF3, ou -(CH2)pZ25 dans lequel 

Z25 represente un radical phenyle, napthyle, thienyle, pyrazolyle ou 
thiazolyle eventuellement substitue par un ou plusieurs substituants 
15 choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 

alkyle, alkoxy, CF3, nitro, -NH-C(0)-alkyle, mono- et di-alkylamino ; 

De maniere tres preferentielle, R] a represente le radical -(CH2)n>Zi2 dans lequel 
m = 2 et Z] 2 represente 6/5-phenyle ou bien le radical indolyle substitues par un ou 
plusieurs substituants choisis independamment parmi les radicaux alkyle et alkoxy. 

20 De maniere tres preferentielle, R.2 a represente les radicaux de formule -C(Y)NHXi et 
-C(0)X2 dans laquelle 

Y represente S ; 

Xi represente un radical phenyle eventuellement substitue par un ou plusieurs 
radicaux azido, 



25 



X2 represente -((^2)^24 dans lequel 
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p est egal a 1, 2 ou 3, 

Z 2 4 represente cyclohexyle, ou phenyle ou benzothienyle eventuellement 
substitue par un ou plusieurs radicaux choisis parmi fluoro, chloro, 
bromo, iodo ou -CF 3 . 

5 De maniere tres preferentielle, R3 a represente l'atome d'hydrogene ou le radical 
methyle. 

Tous les termes techniques et scientifiques utilises dans le present texte ont la 
signification connue de rhomme de Tart. Par ailleurs, tous les brevets (ou demandes 
de brevet) ainsi que les autres references bibliographiques sont incorpores par 
10 reference. 

Partie experimentale : 

D'autres composes selon Tinvention obtenus selon les procedures des exemples A, B, 
C et D precedemment decrites, sont rassembles dans le tableau ci-dessous. 

Les composes sont caracteris6s par leur temps de retention (tr), exprime en minute, et 
1 5 leur pic moteculaire (M+H+) determine par la spectroscopic de masse (SM). 

Pour la spectroscopie de masse, un spectrometre de masse simple quadripole 
(Micromass, modele Platform) equipe d'une source electrospray est utilise avec une 
resolution de 0,8 Da a 50 % de vallee. Les conditions pour les exemples 1 a 778 
ci-dessous, sont les suivantes : 

20 Conditions CI et C2 

Eluant : A : Eau + 0,02 % acide trifluoracetique ; B : acetonitrile 



T (min) 


A % 


B% 


0 


100 


0 


t 


100 


0 


10 


15 


85 


12 


15 


85 
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Condition CI 


Condition C2 


Debit : 1,1 ml/min 
Injection : 5 |a1 
Temp : 40° C 

Longueur d'ondes (% UV) : 210 nm 
Colonne : Uptisphere ODS 3 [im 
33 * 4,6 mm i.d 


Debit : 1,1 ml/min 
Injection : 20 \xl 
Temp : 40° C 

Longueur d'ondes (% UV) : 210 nm 
Colonne : Kromasyl ODS 3,5 jim 
50 * 4,6 mm i.d 



Conditions C3 

Eluant : A : Eau + 0,02 % acide trifluoracetique ; B : acetonitrile 

5 



T (min) 


A% 


B% 


0 


90 


10 


6 


15 


85 


10 


15 


85 



Debit : 1 ml/min 
Injection : 5 |il 

Colonne : Uptisphere ODS 3 jim 50 * 4,6 mm i.d 
10 Temp : 40° C 

Longueur d'ondes (% UV) : 220 nm 

Les conditions suivant les exemples, sont les suivantes : 



Exemples 


Conditions 


1 a 29 


C2 


30 a 263 


CI 


264 a 425 


C3 


426 a 456 


C2 


457 a 503 


C3 


504 a 586 


CI 


587 a 778 


C3 



Ces exemples sont presentes pour illustrer les procedures ci-dessus et ne doivent en 
15 aucun cas etre consideres comme une limite a la portee de l'invention. 
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Ex 


R, 




R> 


Puiele 

(en % ) 


ir 


M+H+ 


1 


crxx 

• 


0 


* o 


66 


7,6 


523,3 


1 2 








94 


7.7 


543,2 


3 






0 

xrV 


96 


8,1 


557,2 


4 








98 


8.5 


593,2 


5 








95 


7.8 


557.2 


6 


- 




o 


97 


8,1 


623,1 


7 






/=\ ^° 


95 


8,1 


588,2 


8 








19 


8.1 


535.2 


9 






N() 2 „ 


99 


8,5 


622.2 


10 








HO 


8,4 


611.2 


11 






* 


99 


8.2 


569.2 


12 






/=< Nt V 

N — ' o 


93 


8,9 


656,2 



WO 01/44191 



PCT/FR00/03497 




WO 01/44191 



PCT/FR00/03497 



-94- 



25 








93 


8,4 


606,4 


26 








96 


7.4 


582.3 


27 






CF 3 * 


93 


8.1 


624,2 


28 


•• 


- 




93 


7,8 


602,2 


29 








95 


7.4 


585,2 


30 






1 J? 

:» 


87,39 


4,0 


516,4 


31 








92 


5,5 


560,3 


32 






o 


90 


5,7 


563,3 


33 




- 


^ 1 
/ ? 

* 


87.73 


5.6 


625.4 


34 








85,41 


6,0 


565,4 


35 








98,4 


6,4 


671,1 


36 






CK 

CI 


86 


4.9 


542,3 
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37 








89 


6 J 


572.3 


38 








77,61 


6.8 


555,4 


39 






* 

o 1 


89,16 


4.2 


545,4 


40 








92,32 


5,3 


599,3 


41 






CI 


83 


6.0 


589.2 


42 


- 


» 


>— o 

* 


36,3 


5.9 


531.2 


43 








83.27 


5.9 


555.3 


44 


" 






82 


4.5 


564,4 


45 


•• 






86,75 


6.0 


577,3 


46 






* 


91, 95 


4.7 


501,4 


47 






0 


88,94 


4,5 


475.3 


48 




- 


* 


73 


5.3 


542,3 


49 




o 


* 


90,96 


4,4 


486,4 


50 








95,5 


5,9 


530,4 
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51 






o 


94,51 


6.1 


533,4 


52 






■ 

VsAA 0 
/ i 

* 


93.64 


6,0 


595,4 


53 






* 


96,05 


6,5 


535.4 


54 






i 

f 


84,68 


6.9 


641,1 


55 


- 


■• 


/=\ o 

\ />-\ 

CI 


86 


5,5 


512,3 


56 




- 


CXX 

•* 


<)2 


6,5 


542,4 


57 








91,29 


7.2 


525,5 


58 




•* 


o \ 


94.7 


4.7 


515,4 


59 






o o 


94 


5.8 


569,3 


60 


- 




'CO 

CI 


89,43 


6,6 


559,3 


61 


- 




y- o 

r > ' 

* 


32 


6.9 


501,5 


62 








93.53 


6,4 


525,4 


63 








94,7 


4.9 


534.4 
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64 








94.32 


6.4 


547.3 


65 






C) ^ 

* 


91.71 


5.2 


471,4 


66 


- 


- 


o 

* 


92,47 


5.0 


445,4 


67 


f 




* 


58 


5.9 


512,3 


68 






* 


84,55 


3.6 


559,4 


69 






H 


87,7 


4,7 


603,4 


70 






o 


90,77 


4,8 


606,4 


71 




- 


X 1 
rr 

/ i 


72.34 


4.8 


668,4 


72 


- 


- 


JO 

r 


87.18 


5.1 


608,4 


73 








69,52 


5,4 


714,1 


74 


» 




CI 


63,39 


4.2 


585,3 


75 






* 


54.46 


5.1 


615.4 


76 








87.3 


5,7 


598,4 
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77 






* 

o^yV 

0 I 


96.1 


3.8 


588.4 


78 






<J t> 


89.9 


4.5 


642,3 


79 




- 


'CO 

CI 


61.5 


5.1 


632,3 


80 


• 




V- o 

* 


43.65 


5.0 


574.3 


81 




» 




88.18 


5.0 


598.3 


82 






£ nr"' 


88.6 


4.0 


607,4 


83 




- 




90.08 


5,1 


620,3 


84 






() >k 

* 


85.57 


4.0 


544,3 


85 






•<r N ° ^ 

* 


48,41 


4.5 


585.3 


86 




0 
ii 

0 


F 3 C 


82.68 


6.1 


589.3 


87 






WD 


79.99 


6.5 


611.4 


88 




- 


JU< oh 


86.07 


4,8 


503.4 


89 






0 


82 


5,1 


551.4 


90 








19.44 


4.4 


502.4 
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91 






1 


86,48 


5.1 


550.4 


92 








80 


6.3 


567,3 


93 




o 


F 3 C 


94,62 


6,6 


559,3 


94 




II 




J / .A** 


O.v 


DO 1,4 


95 


n 


•■ 




92 


5,2 


473.4 


96 


» 






87,4 


5.6 


521,4 


97 




» 


o 


20.99 


5,0 


472,4 


98 


n 


» 


N 
1 


88,63 


5,7 


520,4 


99 


it 


• I 


o 


84 


6,7 


537,3 


100 






F 3 C 


89,71 


5,2 


632,3 


101 


ii 


II 


'Ha 


90,25 


5.5 


654,4 


102 


it 






90.09 


4.0 


546,4 


103 


n 


II 




71 


4.4 


594.3 
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104 


it 




• 


37,19 


3,8 


545,3 


105 




•I 


N 
1 


76,55 


4,5 
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Etude pharmacologique 

Les composes de la presente invention ont ete testes en ce qui concerne leur affinite 
pour differents sous-types de recepteurs de la somatostatine selon les procedures 
decrites ci-apres. 

5 Etude de Vaffinite pour les sous-types de recepteurs de la somatostatine humaine : 

L'affinite d'un compose de l'invention pour les sous-types de recepteurs de la 
somatostatine 1 a 5 (sstt, sst2, sst3, sst4 et ssts, respectivement) est determinee par la 
mesure de Tinhibition de la liaison de [ 125 I-Tyr U ]SRIF-14 a des cellules transferees 
CHO-K1. 

10 Le g£ne du recepteur sstj de la somatostatine humaine a ete clone sous forme d'un 
fragment g&iomique. Un segment Pstl-Xmnl de 1,5 Kb contenant 100 pb de la 
region 5' non transcrite, 1,17 Kb de la region codante en totalite, et 230 bp de la 
region 3' non transcrite est modifie par l'addition du linker Bglll. Le fragment 
d'ADN resultant est sousclone dans le site BamHl d'un pCMV-81 pour dormer le 

15 plasmide d'expression chez les mammiferes (fourni par Dr. Graeme Bell, Univ. 
Chicago). Une lign6e de cellules clonees exprimant de fa9on stable le recepteur ssti 
est obtenue par transfection dans des cellules CHO-K1 (ATCC) grace a la methode 
de co-precipitation calcium phosphate. Le plasmide pRSV-neo (ATCC) est inclus 
comme marqueur de selection. Des lignees de cellules clonees ont ete selectionnees 

20 dans un milieu RPMI 1640 contenant 0,5 mg/ml de G418 (Gibco), clonees en cercle, 
et multiplies en culture. 

Le gene du recepteur sst2 de la somatostatine humaine, isole sous forme d'un 
fragment genomique d'ADN de 1 ,7 Kb BamHl-HindlH et sousclone dans un vecteur 
plasmidique pGEM3Z (Promega), a ete fourni par le Dr. G. Bell (Univ. of Chicago). 
25 Le vecteur d'expression des cellules de mammiferes est construit en inserant le 
fragment BamUl-Hindll de 1,7 Kb dans des sites de restriction endonuclease 
compatibles du plasmide pCMVS. Une lignee de cellules clonees est obtenue par 
transfection dans des cellules CHO-K1 grace a la methode de co-precipitation 
calcium phosphate. Le plasmide pRSV-neo est inclus comme marqueur de selection. 

30 Le recepteur sst3 est isole comme fragment genomique, et la sequence codante 
complete est contenue dans un fragment BamHUHindUl de 2,4 Kb. Le plasmide 
d'expression chez les mammiferes, pCMV-h3, est construit par insertion du fragment 
Ncol-HindRl de 2,0 Kb dans le site EcoRl du vecteur pCMV apres modification des 
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terminaisons et addition de linkers EcoRl. Une lignee de cellules clonees exprimant 
de fapon stable le recepteur sst3 est obtenue par transfection dans des cellules 

CHO-K1 (ATCC) par la methode de co-precipitation au phosphate de calcium. Le 
plasmide pRSV-neo (ATCC) est inclus comme marqueur de selection. Des lignees 
5 de cellules clonees ont ete selectionnees dans un milieu RPMI 1640 contenant 
0,5 mg/ml de G418 (Gibco), clonees en cercle, et multipliees en culture. 

Le plasmide d'expression du recepteur sst4 humain, pCMV-HX, a ete fourni par le 

Dr. Graeme Bell (Univ. Chicago). Ce vecteur contient le fragment genomique codant 
pour le recepteur sst4 humain de 1,4 Kb Nhel-Nhel, 456 pb de la region 5' non 

10 transcrite, et 200 pb de la region 3' non transcrite, clone dans les sites XbaVEcoRl de 
PCMV-HX. Une lignee de cellules clonees exprimant de fa?on stable le recepteur 
sst4 est obtenue par transfection dans des cellules CHO-K1 (ATCC) par la methode 

de co-precipitation au phosphate de calcium. Le plasmide pRSV-neo (ATCC) est 
inclus comme marqueur de selection. Des lignees de cellules clonees ont et6 
15 selectionnees dans un milieu RPMI 1640 contenant 0,5 mg/ml de G418 (Gibco), 
clonees en cercle, et multipliees en culture. 

Le g£ne correpondant au recepteur ssts humain, obtenu par la methode PCR en 
utilisant un clone genomique X comme sonde, a ete fourni par le Dr. Graeme Bell 
(Univ. Chicago). Le fragment PCR resultant de 1,2 Kb contient 21 paires de bases de 
20 la region 5' non transcrites, la region codante en totalite, et 55 pb de la region 3' non 
transcrite. Le clone est insere dans un site EcoRl du plasmide pBSSK(+). L'insert est 
recupcre sous la forme d'un fragment HindlU-Xbal de 1,2 Kb pour sous-clonage dans 
un vecteur depression chez les mammiftres, pCVM5. Une lignee de cellules 
clonees exprimant de fa<?on stable le recepteur ssts est obtenue par transfection dans 

25 des cellules CHO-K1 (ATCC) par la methode de co-precipitation au phosphate de 
calcium. Le plasmide pRSV-neo (ATCC) est inclus comme marqueur de selection. 
Des lignees de cellules clonees ont ete selectionnees dans un milieu RPMI 1640 
contenant 0,5 mg/ml de G418 (Gibco), clonees en cercle, et multipliees en culture. 

Les cellules CHO-K1 exprimant de fa?on stable Tun des rScepteurs sst humain sont 
30 cultiv6es dans un milieu RPMI 1640 contenant 10% de s6rum foetal de veau et 
0,4 mg/ml de geneticine. Les cellules sont collectSes avec de l'EDTA 0,5 mM et 
centrifug6es a 500 g pendant environ 5 min a environ 4° C. Le centrifiigat est 
re-suspendu dans un milieu tampon 50 mM Tris a pH 7,4 et centrifuge deux fois a 
500 g pendant environ 5 min a environ 4° C. Les cellules sont lysees par sonication 
35 et centrifugees a 39 000 g pendant environ 10 min a 4°C. Le centrifiigat est 
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re-suspendu dans le meme milieu tampon et centrifuge a 50 000 g pendant 10 min a 
environ 4° C et les membranes dans le centrifligat obtenu sont stockees a -80° C. 

Des tests d'inhibition competitive de liaison avec [ l25 I-Tyr U ]SRIF-14 sont effectues 
en double a l'aide de plaques en polypropylene de 96 puits. Les membranes 
5 cellulaires (10 ng proteine/puits) sont incubees avec [^I-Tyr 1 l ]SRIF-14 (0,05 nM) 
pendant environ 60 min a environ 37° C dans un milieu tampon 50 mM HEPES 
(pH7,4) comprenant 0,2% BSA, 5 mM de MgCl 2 , 200KIU/ml de Trasylol, 
0,02 mg/mt de bacitracine et 0,02 mg/ml de fluorure de phenylmethylsulphonyle. 

La [ 125 I-Tyr ll ]SRIF-14 liee est separee de la [ I25 I-Tyr U ]SRIF-14 libre par filtration 
10 immediate a travers des plaques filtres en fibre de verre GF/C (Unifilter, Packard) 
preimpregne avec 0,1 % de polyethytenimine (P.E.I.), en utilisant un Filtermate 196 
(Packard). Les filtres sont laves avec du tampon 50 mM HEPES a environ 0-4° C 
pendant environ 4 secondes et leur radioactivite est d&erminee a Taide d'un compteur 
(Packard Top Count). 

15 La liaison specifique est obtenue en soustrayant la liaison non specifique (determinee 
en presence de 0,1 |iM SRIF-14) de la liaison totale. Les donnees relatives a la 
liaison sont analysees par analyse en regression non-lineaire assistee par ordinateur 
(MDL) et les valeurs des constantes ^inhibition (Ki) values sont determinees. 

La determination du caractere agoniste ou antagoniste d'un compose de la presente 
20 invention est effectuee a Taide du test decrit ci-apres. 

Test fonctionnel : Inhibition de la production d'AMPc intracellulaire : 

Des cellules CHO-K1 exprimant les sous-types de recepteurs de la somatostatine 
humaine (SRIF-14) sont cultivees dans des plaques a 24 puits dans un milieu RPMI 
1640 avec 10 % de serum foetal de veau et 0,4 mg/ml de geneticine. Le milieu est 
25 change le jour precSdant l'experience. 

Les cellules a raison de 1 0 5 cellules/puits sont lavees 2 fois avec 0,5 ml de nouveau 
milieu RPMI comprenant 0,2 % BSA complete par 0,5 mM de 3-isobutyl- 
1-methylxanthine (IBMX) et incubees pendant environ 5 min a environ 37° C. 

. la production d'AMP cyclique est stimulee par 1'addition de 1 mM de forskoline 
30 (FSK) pendant 1 5-30 minutes k environ 37° C. 
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. l'effet inhibiteur de la somatostatine d'un compose agoniste est mesure par I'addition 
simultanee de FSK (1 ^iM) , SRIF-14 (10' 12 M to 10~ 6 M) et du compose a tester 
(10" 10 MalO* 5 M). 

. Teffet antagoniste d'un compose est mesure par I'addition simultanee de FSK 
5 (1 |iM), SRIF-14 (1 to 10 nM) et du compose a tester (10~ 10 M to 10" 5 M). 

Le milieu reactionnel est elimine et 200 ml de HC1 0,1 N sont ajoutes. La quantite 
d'AMPc est mesuree par un test radioimmunologique (Kit FlashPlate SMP001A, 
New England Nuclear). 

Resultats : 

10 Les tests effectues selon les protocoles decrits ci-dessus ont permis de montrer que 
les produits de formule generate (I) definie dans la presente demande ont une bonne 
affinite pour au moins Tun des sous-types de rScepteurs de la somatostatine, la 
constante d'inhibition Kj etant inferieure au micromolaire pour certains des composes 

exemplifies. 
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Revendications 



1. Composes de formule generate 




sous forme racemique, d'enantiomere ou toutes combinaisons de ces formes, dans 
laquelle : 

Ri represente un radical (C i -Chalky le lineaire ou ramifie, alkenyle, alkynyle, 

5 -(CH 2 ) m -Y-Zi i ou -(CH 2 )m-Z 12 dans lequel 

Z\ \ represente un (Ci-C6)alkyle ou aryle eventuellement substitue, 
Z\i represente cyano, cyclohexenyle, 6/5-phenyle, (C3-C7)cycloalkyle, 
(C3-C7)heterocycloalkyle eventuellement substitue, aryle eventuellement 
substitue ou h6teroaryle eventuellement substitue, 

10 ou bien Z12 represente un radical de formule 

a) co a:> 



ou bien R\ represente un radical de formule 




R 2 represente un radical de formule -C(Y)NHXi, -C(0)X 2 ou S0 2 X 3 ; 

R3 repr6sente l'atome d'hydrogene, un radical alkyle eventuellement substitue, 
alk£nyle, alkynyle, aralkyle eventuellement susbtitue, heteroarylalkyle 
15 eventuellement substitue, ou un radical de formule -C(Y)-NHX|, -(CH 2 ) n -C(0)X 2 , 
SO2X3 ou 
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Xi represente un radical (Ci-Ci5)alkyle lineaire ou ramifie, alkenyle, alkynyle, 
-(CH 2 ) m -Y-Z 2 | ou -(CH 2 )pZ22 dans lequel 

Z 2 i represente un (C|-C 6 )alkyle 
5 Z 22 represente cyclohexenyle, indanyle, 6/s-phenyle, (C3-C7)cycloalkyle, 

(C3-C7)heterocycloalkyle, mono- ou di-alkylamino, -C(0)-0-alkyle, ou 

aryle ou heteroaryle Eventuellement substitue, 

ou Z 22 represente un radical de formule 

a) a:> 

X 2 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, alkenyle eventuellement 
10 substitue par un radical phenyle (le radical phenyle etant lui-meme eventuellement 
substitue), alkynyle, ou un radical de formule -(CH 2 ) m -W-(CH 2 ) q -Z 2 3 ou 
-(CH 2 ) P -U-Z 24 dans lequel 

Z 2 3 represente un (Ci-Co)alkyle ou aryle eventuellement substitu6 ; 
Z 24 represente alkyle, cyclohexenyle, to-phenyle, (C3-C 7 )cycloalkyle 
15 eventuellement substitu6, (C3-C7)het6rocycloalkyle, cyano, amino, mono 

ou di-alkylamino, ou aryle ou heteroaryle eventuellement substitue, 
ou Z 24 represente un radical de formule 

00- o$ CO 

r=l,2ou3 0 
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ou bien X2 represente un radical represente ci-dessous : 




5 

oil le groupe protecteur (GP) represente H ou le /er/-butyloxycarbonyle ; 
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X3 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, alkenyle eventuellement 
substitue par un radical phenyle (le radical phenyle etant lui-meme eventuellement 
substitue), CF 3 , ou -{CH 2 )pZ 2 5 dans lequel 

Z25 represente aryle ou heteroaryle eventuellement substitue, 
5 ou bien X 3 represente un radical de formule 




identiques ou differents ; 
Y represente un atome d'oxygene ou de soufre ; 
W represente un atome d'oxygene, de soufre ou S0 2 ; 
U represente une liaison covalente ou 1'atome d'oxygene ; 
10 n est un entier de 0 a 4 ; 
m est un entier de 1 a 6 ; 
p est un entier de 0 a 6 ; 
q est un entier de 0 a 2, 

ou leurs sels d'addition avec les acides mineraux ou organiques pharmaceutiquement 
15 acceptables, a Texclusion des composes de formule generate I dans laquelle Rj 
represente le radical alkyle, alkenyle ou benzyle, R2 benzyloxy eventuellement 
substitue et R3 aralkyle. 

2. Composes de formule generate I telle que definie a la revendication 1, caracterisee 
en ce que 

20 i) le ou les substituant(s) que peuvent porter les radicaux aryle que represented Z\ \ et 
Z12 et heteroaryle que represente Z12 sont choisis independamment parmi les 
radicaux fluoro, chloro, bromo, iodo, alkyle, alkoxy, alkylthio, -CF 3 , -OCF3, phenyle, 
phenoxy, aminosulfonyle ; 

ii) le ou les substituant(s) que peut porter le radical heterocycloalkyle que represente 
25 Z12 sont choisis independamment parmi les radicaux oxy et alkyle ; 
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iii) le ou les substituant(s) que peut porter les radicaux aryle et heteroaryle que 
represente Z22 sont choisis independamment parmi les radicaux fluoro, chloro, 
bromo, iodo, alkyle, alkenyle, alkoxy, alkylthio, CF 3 , OCF 3 , nitro, cyano, azido, 
aminosulfonyle, piperidinosulfonyle, mono- ou di-alkylamino, -C(0)-0-alkyle, 

5 -C(0)-alkyle, ou phenyle, phenoxy, phenylthio, benzyloxy, le radical phenyle 
pouvant etre substitue ; 

iv) le ou les substituant(s) que peut porter les radicaux aryle que represented Z23 et 
Z24, cycloalkyle et heteroaryle que represente Z24 sont choisis independamment 
parmi les radicaux fluoro, chloro, bromo, iodo, alkyle, alkoxy, alkylthio, CF3, OCF 3 , 

10 OCHF2, SCF3, nitro, cyano, azido, hydroxy, -C(0)0-alkyle, -0-C(0)-alkyle, -NH- 
C(0)-alkyle, alkylsulfonyle, mono- ou di-alkylamino, amino, aminoalkyle, pyrrolyle, 
pyrrolydinyle ou bien les radicaux phenyle, phenoxy, phenylthio, benzyle, benzyloxy 
dont le radical aryle est eventuellement substitue par un ou plusieurs radicaux alkyle, 
CF 3 ou halo ; 

15 v) le ou les substituant(s) que peuvent porter les radicaux aryle et heteroaryle que 
represente Z25 sont choisis independamment parmi les radicaux fluoro, chloro, 
bromo, iodo, alkyle, alkoxy, CF3, OCF 3 , nitro, cyano, -NH-C(0)-alkyle, 
alkylsulfonyle, amino, mono- et di-alkylamino, phenyle, pyridino ; 

vi) le substituant que peut porter le radical alkyle que represente R 3 est le radical 
20 cyano. 

vii) le ou les substituant(s) que peut porter le radical aralkyle que represente R 3 sont 
choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, alkyle, 
alkoxy, CF 3 , OCF 3 , OCHF 2 , SCF 3 , SCHF 2 , nitro, cyano, -C(0)0-alkyle, 
alkylsulfonyle, thiadiazolyle, ou bien les radicaux phenyle et phenoxy dont le radical 

25 phenyle est eventuellement substitue par un ou plusieurs radicaux halo. 

viii) le ou les substituant(s) que peut porter le radical heteroarylalkyle que represente 
R 3 sont choisis independamment parmi les radicaux fluoro, chloro, bromo ou nitro. 

3. Composes de formule generate I telle que definie a Tune des revendications 1 a 2, 
caracterisee en ce que 

30 Ri represente un radical (Ci-CsJalkyle lineaire ou ramifie, le radical -(CH 2 ) m -Y-Zn 
ou -(CH 2 ) m -Z12 dans lequel 

Zn represente un (C|-C6)alkyle, 
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Z12 represente 6/5-phenyle, (C3-C7)cycloalkyle, (C3-C7)heterocycloalkyle 
eventuellement substitue, ou aryle ou heteroaryle eventuellement 
substitue par un ou plusieurs substituants choisis independamment parmi 
les radicaux fluoro, chloro, bromo, iodo, alkyle, alkoxy, 
5 ou bien Z i2 represente 




Y represente l'atome d'oxygfene, 
ou bien Ri represente un radical de formule 




10 R2 represente un radical de formule -C(Y)NHXi, -C(0)X 2 ou SO2X3 dans laquelle 

Xi represente un radical (Ci-Ci5)alkyle lineaire ou ramifie, ou-{CH 2 )pZ 22 dans 
lequel 

Z22 represente cyclohexenyle, &/5-phenyle, (C3-C7)cycloalkyle, 
(C3-C 7 )heterocycloalkyle, mono- ou di-alkylamino, -C(0)-0-alkyle, ou 
15 aryle ou heteroaryle eventuellement substitue par un ou plusieurs 

radicaux choisis independamment parmi les radicaux fluoro, chloro, 
bromo, iodo, alkyle, alkoxy, alkylthio, CF3, OCF3, nitro, cyano, azido, 
piperidinosulfonyle, -C(0)-0-alkyle, -C(0)-alkyle, ou phenyle, 
ou bien Z22 represente un radical de formule 

a:> 

X2 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, alkynyle, 
-(CH 2 ) m -W-(CH 2 ) q -Z 23 ou -(CH 2 ) P -U-Z 2 4 dans lequel 
W represente S0 2 , 
U repr6sente une liaison covalente, 
Z 2 3 represente un radical aryle ; 

Z 2 4 represente cyclohexenyle, ft/s-phenyle, (C3-C7)cycloalkyle 
eventuellement substitue par un radical aminoalkyle, ou aryle ou 
heteroaryle eventuellement substitue par un ou plusieurs radicaux choisis 



20 



25 
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parmi fluoro, chloro, bromo, iodo, alkyle, alkoxy, -CF3, -OCF 3 , -SCF 3 , 
hydroxy, -0-C(0)-alkyle, mono- ou di-alkylamino, amino 
ou Z24 represente un radical de formule 





X3 represente un radical -(CH2)pZ25 dans lequel Z25 represente un radical aryle 
eventuellement substitue par un ou plusieurs radicaux identiques ou differents 
choisis parmi alkoxy et CF 3 , 

10 R3 represente l'atome d'hydrogene, un radical alkyle, alkenyle, heteroarylalkyle 
Eventuellement substituS ou un radical de formule -C(Y)-NHXi, -C(0)X 2 ou SO2X3 
dans laquelle 

Xi represente un radical -{CH2)pZ22 dans lequel 

Z22 represente un radical aryle eventuellement substitue par un ou 
15 plusieurs radicaux choisis independamment parmi les radicaux fluoro, 

chloro, bromo, iodo, alkyle, alkoxy, CF3, nitro, phenoxy ; 

X 2 represente le radical vinyle substitue par un phenyle, le radical phenyle 
etant lui-meme eventuellement substitue par un ou plusieurs radicaux halo, ou 
-(CH 2 ) P -U-Z24 dans lequel 
20 Z 2 4 represente alkyle, (C 3 -C7)cycloalkyle, (C 3 -C7)heterocycloalkyle, 

Z?*"s-ph6nyle, amino, mono ou di-alkylamino, ou aryle ou h&eroaryle 
eventuellement substitu6 par un ou plusieurs radicaux choisis parmi 
alkoxy, bromo, chloro, fluoro, hydroxy, CF 3 , nitro, amino, mono- et 
di-alkylamino, pyrrolyle, 
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ou bien X 2 represente un radical de formule 

u I 9 o 



X3 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, le radical vinyle 
substitue par un radical (le radical phenyle 6tant Iui-meme eventuellement 
5 substitu6), CF 3 , ou -(CH 2 ) P Z25 dans lequel 

Z 2 s represente aryle ou het6roaryle eventuellement substitue par un ou 
plusieurs substituants choisis independamment parmi les radicaux fluoro, 
chloro, bromo, iodo, alkyle, alkoxy, CF3, nitro, -NH-C(0)-alkyle, mono- 
et di-alkylamino. 

10 4. Composes de formule I telle que d6finie a Tune des revendications 1 a 3, 
caracterisee en ce que R\ represente un radical (Ci-C6)alkyle lin6aire ou ramifie, le 
radical -(CH 2 ) m -Y-Zi 1 ou -{CH2) m -Zi2 dans lequel 

Z\) represente un (Ci-C6)alkyle, 

Z12 represente naphtyle, morpholino, b/s-phenyle, pyrrolidinyle substitue par le 
15 radical oxy, ou bien les radicaux phenyle, piperazinyle, pyridinyle et indolyle 

qui sont eventuellement substitues par un ou plusieurs substituants choisis 
independamment parmi les radicaux bromo, fluoro, chloro, alkyle, alkoxy, 
-CF 3 , -OCF3; 

ou bien Z| 2 represente 



20 




Y represente l'atome d'oxygene, 
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ou bien Ri represente un radical de formule : 




5. Composes de formule I telle que definie a Tune des revendications 1 a 4, 
caracterisee en ce que R 2 represente un radical de formule -C(Y)NHXi, -C(0)X 2 ou 
5 SO2X3 dans laquelle 

X 1 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, ou -{CH 2 )pZ 22 dans 
lequel 

Z22 represente cyclohexyle, cyclohexenyle, 6/s-phenyle, morpholino, 
piperidino, mono- ou di-alkylamino, -C(0)-0-alkyle, ou phenyle, 
10 naphtyle ou furyle eventuellement substitue par un ou plusieurs radicaux 

choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 
alkyle, alkoxy, alkylthio, CF 3 , OCF 3 , nitro, cyano, azido, 
piperidinosulfonyle, -C(0)-0-alkyle, -C(0)-alkyle ou phenyle, 
ou bien Z 22 represente un radical de formule 




15 X 2 represente un radical alkyle, alkynyle, -(CH 2 ) m -W-(CH 2 ) q -Z 23 ou -(CH 2 )pZ 2 4 

dans lequel 

W represente S0 2 ; 

Z23 represente le radical phenyle ; 

Z 2 4 represente cyclohexenyle, 6/5-phenyle, cyclohexyle eventuellement 
20 substitue par un radical aminoalkyle, ou phenyle, naphtyle, 

benzothienyle, thienyle ou indolyle eventuellement substitue par un ou 
plusieurs radicaux choisis parmi fluoro, chloro, bromo, iodo, alkyle, 
alkoxy, -CF 3 , -OCF 3 , SCF 3 , hydroxy, -0-C(0)-alkyle, -NH-C(0)-alkyle, 
mono- ou di-alkylamino, amino, ou 
25 Z 24 represente un radical de formule 
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ou bien X2 represente 





GP-N^N-GP 



X 3 represente un radical -(CH2) P Z25 dans lequel Z25 represente le radical 
phenyle eventuellement substitu6 par un ou plusieurs radicaux identiques ou 
5 differents choisis parmi alkoxy et CF3. 

6. Composes de formule I telle que definie a Tune des revendications 1 a 5, 
caracterisee en ce que R3 represente Tatorne d'hydrogene, un radical alkyle, alkenyle 
ou furyl-methyl substitue par un ou plusieurs radicaux nitro, ou un radical de formule 
-C(Y)-NHX!, -C(0)X 2 ou SO2X3 dans laquelle 

10 X| represente un radical -(CH 2 ) P Z22 dans lequel 

Z22 represente le radical phenyle ou naphtyle eventuellement substitue 
par un ou plusieurs radicaux choisis independamment parmi les radicaux 
fluoro, chloro, bromo, iodo, alkyle, alkoxy, CF3, nitro, phenoxy, 

X2 represente le radical vinyle substitue par un radical phenyle lui-meme 
15 Eventuellement substitue par un ou plusieurs radicaux halo, ou -(CH2) P -U-Z 2 4 

dans lequel 

Z 2 4 represente alkyle, cyclohexyle, tetrahydrofuryle, 6/s-phenyle, amino, 
mono ou di-alkylamino, ou phenyle, indolyle, thienyle, pyridinyle, 
benzothi^nyle et furyle eventuellement substitud par un ou plusieurs 
20 radicaux choisis parmi alkoxy, bromo, chloro, fluoro, amino, mono- et 

di-alkylamino, nitro, hydroxy, pyrrolyle 
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ou bien X2 represente un radical de formule 




X 3 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, le radical vinyle 
substitue par un radical phenyle, CF 3 , ou -{CH 2 )pZ 2 5 dans lequel 
5 Z25 represente un radical phenyle, napthyle, thienyle, pyrazolyle ou 

thiazolyle eventuellement substitue par un ou plusieurs substituants 
choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 
alkyle, alkoxy, CF 3 , nitro, -NH-C(0)-alkyle, mono- et di-alkylamino. 

7. Composes de formule I telle que definie a Tune des revendications 1 a 6, 
10 caracterisee en ce que R\ represente le radical -(CH2)mZi2 dans lequel m = 2 et Zu 

represente 6/s-phenyle ou bien le radical indolyle substitues par un ou plusieurs 
substituants choisis independamment parmi les radicaux alkyle et alkoxy. 

8. Composes de formule I telle que definie a Tune des revendications 1 a 7, 
caracterisee en ce que R 2 represente les radicaux de formule -C(Y)NHXi et -C(0)X 2 

15 dans laquelle 

Y represente S ; 

Xj represente un radical phenyle eventuellement substitue par un pu plusieurs 
radicaux azido, 

X2 represente -{CH2) P Z 2 4 dans lequel 
20 pestegala l,2ou3, 

Z 24 represente cyclohexyle, ou phenyle ou benzothienyle eventuellement 
substitue par un ou plusieurs radicaux choisis parmi fluoro, chloro, 
bromo, iodo ou -CF3. 

9. Composes de formule I telle que definie a Tune des revendications 1 a 8, 
25 caracterisee en ce que R 3 represente Tatome d'hydrogene ou le radical methyle. 
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lo. Procede de preparation, en phase liquide, de composes de formule I telle que 
definie a la revendication 1, caracterise en ce qu'il comprend 

Tamination reductrice de la piperidone N-substituee suivante 




5 dans laquelle R represente le radical methyle ou Boc, en presence d'une amine de 
formule RiNH 2 dans laquelle Ri a la signification indiquee k la revendication 1, pour 
obtenir le compose de formule 1 




compose de formule (1) que Ton fait reagir avec 

10 A) soit un compose de formule XiNC(Y) dans laquelle Xi et Y ont la signification 
indiquee k la revendication 1, pour obtenir un compose de formule (2) 




compose de formule (2) qui represente le compose de formule (I) correspondant dans 
lequel R3 repr6sente Me ou Boc et qui, lorsque R 3 represente Boc, peut etre soumis a 
15 un traitement acide pour obtenir le compose de formule (I) correspondant dans 
laquelle R 3 represente Fatome d'hydrog&ie, 

compose de formule (I) ainsi obtenu que Ton peut faire reagir avec un compose de 
formule X,NC(Y), X 2 C0 2 H ou bien X3SO2CI dans laquelle. X,, Y, X 2 et X 3 ont la ■ 
signification indiquee a la revendication 1, pour obtenir le compose de formule I 
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correspondant dans laquelle R2 represente un radical de formule -C(Y)NHXi et R3 le 
radical -C(Y)-NHXi, -C(0)X 2 ou S0 2 X 3 respectivement ; 

B) soit un compose de formule X2CO2H dans laquelle X 2 a la signification indiquee a 
la revendication 1 , pour obtenir un compose de formule (3) 



compost de formule (3) qui represente le compose de formule (I) correspondant dans 
lequel R3 represente Me ou Boc et qui, lorsque R 3 represente Boc, peut etre soumis a 
un traitement acide pour obtenir le compose de formule (I) correspondant dans 
laquelle R3 represente 1'atome d'hydrogene, 

10 compost de formule (1) ainsi obtenu que Ton peut faire reagir avec un compose de 
formule X,NC(Y), X 2 C0 2 H ou bien X 3 S0 2 C1 dans laquelle X| f Y, X 2 et X 3 ont la 
signification indiquee a la revendication 1, pour obtenir le compose de formule I 
correspondant dans laquelle R 2 represente un radical de formule -C(0)X 2 et R 3 le 
radical -C(Y)-NHXt, -C(0)X 2 ou S0 2 X 3 respectivement. 

15 11. Procede de preparation, en phase solide, de composes de formule I telle que 
definie a la revendication 1 , caracterise en ce qu'il comprend 

Famination reductrice de la resine cetonique 



5 





en presence d'une amine de formule RiNH 2 dans laquelle R\ a la signification 
20 indiquee a la revendication 1, pour obtenir le compose de formule (4) 
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compost de formule (4) que Ton fait reagir avec 

A) soit un compost de formule XiNC(Y) dans laquelle Xi et Y ont la signification 
indiquee a la revendication 1 , pour obtenir un compose de formule (5) 

O 



NH 
I 

X, 

(5) 

suivi du clivage de la resine pour obtenir le compose de formule (I) correspondant 
dans laquelle R3 represente Fatome d'hydrogene, 

B) soit un compose de formule X3SO2CI dans laquelle X 3 a la signification indiquee 
& la revendication 1, pour obtenir un compose de formule (6) 

O 



x 3 

10 (6) 

suivi du clivage de la resine pour obtenir le compost de formule (I) correspondant 
dans laquelle R 3 represente Fatome d'hydrog&ie, 



C) soit un compose de formule X2CO2CI dans laquelle X 2 a la signification indiquee 
a la revendication 1 , pour obtenir un compose de formule (7) 
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o 




"N 



a 




(7) 



suivi du clivage de la resine pour obtenir le compose de formule (I) correspondant 
dans laquelle R3 represente Tatome d'hydrogene ; 

D) soit un compose de formule X 2 C0 2 H dans laquelle X 2 a la signification indiquee 
5 a la revendication 1, pour obtenir un compose de formule (7) tel que defini ci-dessus, 
suivi du clivage de la resine pour obtenir le compose de formule (I) correspondant 
dans laquelle R 3 represente 1'atome d'hydrogene. 

12. Proced6 de preparation, en phase solide, de composes de formule I telle que 
d^finie a la revendication 1, caracterise en ce qu'il comprend 

10 Famination reductrice de la resine cetonique 



en presence d'une amine de formule RiNH 2 dans laquelle R\ a la signification 
indiquee a la revendication 1, pour obtenir le compose de formule (8) 





H 



(8) 



15 compose de formule (8) que Ton fait reagir avec 



A) soit un compose de formule XiNC(O) dans laquelle Xi a la signification indiquee 
a la revendication 1, pour obtenir un compose de formule (9) 
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NH 



(9) 



compose (9) ainsi form6 que Ton fait reagir avec un compose de formule R3X dans 
laquelle R3 est tel que defini k la revendication 1 et X represente Br ou I, suivi du 
clivage de la lysine pour obtenir le compose de formule (I) correspondant ; 

5 B) soit un compose de formule X3SO2CI dans laquelle X 3 a la signification indiqude 
a la revendication 1, pour obtenir un compost de formule (10) 



compose (10) ainsi forme que Ton fait reagir avec un compose de formule R3X dans 
laquelle R 3 est tel que d6fini a la revendication 1 et X represente Br ou I, suivi du 
10 clivage de la resine pour obtenir le compose de formule (I) correspondant ; 

C) soit un compose de formule X 2 C0 2 C1 dans laquelle X 2 a la signification indiquSe 
a la revendication 1 , pour obtenir un compose de formule (11) 





X 3 



(10) 




(11) 



15 



compost (11) ainsi forme que Ton fait reagir avec un compose de formule R 3 X dans 
laquelle R3 est tel que defini a la revendication 1 et X represente Br ou I, suivi du 
clivage de la resine pour obtenir le compose de formule (I) correspondant ; 
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D) soit un compose de formule X 2 C0 2 H dans laquelle X 2 a la signification indiquee 
a la revendication 1, pour obtenir un compose de formule (11) tel que defini 
ci-dessus, 

compose (11) ainsi forme que Ton fait reagir avec un compose de formule R3X dans 
5 laquelle R3 est tel que defini a la revendication 1 et X represente Br ou I, suivi du 
clivage de la resine pour obtenir le compose de formule (I) correspondant. 

13. A titre de medicaments, les produits de formule I telle que definie a Tune des 
revendications 1 a 9, ainsi que les sels d'addition avec les acides mineraux ou 
organiques pharmaceutiquement acceptables desdits produits de formule I. 

10 14. Compositions pharmaceutiques contenant, a titre de principe actif, un au moins 
des medicaments tels que definis a la revendication 13, en association avec un 
support pharmaceutiquement acceptable. 

15. Utilisation d'un compose de formule generate I a 




I 

R 2a 



sous forme racemique, d'enantiomere ou toutes combinaisons de ces formes, dans 
15 laquelle : 

Rla represente un radical (C 1 -Chalky le lineaire ou rami fie, alkenyle, alkynyle, 
-(CH 2 ) m -Y-Zi 1 ou ~<CH 2 ) m -Z t2 dans lequel 

Zn represente un (Ci-C6)alkyle ou aryle eventuellement substitue, 

Z ]2 represente cyano, cyclohexenyle, Ws-phenyle, (C3-C7)cycloalkyle, 
20 (C3-C7)heterocycloalkyle eventuellement substitue, aryle eventuellement 

substitue ou heteroaryle eventuellement substitu6, 

ou bien Zi 2 represente un radical de formule 

a) a> a:> 

ou bien Ri a represente un radical de formule 
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R 2a represente un radical de formule -C(Y)NHXi, -C(0)X2 ou SO2X3 ; 

R3a represente Tatome d'hydrogene, un radical alkyle eventuellement substitue, 
alk6nyle, alkynyle, aralkyle eventuellement susbtitue, heteroarylalkyle 
eventuellement substitue, ou un radical de formule -C(Y)-NHXi, -(CH2) n -C(0)X2, 
5 S0 2 X 3 ou 




Xi represente un radical (Ci-Ci5)alkyle lineaire ou ramifi6, alkenyle, alkynyle, 
-(CH 2 ) m -Y-Z 2 i ou -(CH 2 )pZ 22 dans lequel 
Z 2 j represente un (Ci-C6)alkyle 
10 Z 22 represente cyclohexenyle, indanyle, te-phenyle, (C3-C7)cycloalkyle, 

(C3-C7)heterocycloalkyle, mono* ou di-alkylamino, -C(0)-0-alkyle, ou 
aryle ou heteroaryle eventuellement substitue, 
ou Z 22 represente un radical de formule 

a) a:> 

X2 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, alkenyle eventuellement 
15 substitue par un radical phenyle (le radical phenyle etant lui-meme eventuellement 
substitue), alkynyle, ou un radical de formule -(CH 2 ) m -W-(CH 2 ) q -Z 23 ou 
-(CH 2 ) P -U-Z 24 dans lequel 

Z 2 3 represente un (Ci-C6)alkyle ou aryle eventuellement substitue ; 
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Z 2 4 represente alkyle, cyclohexenyle, 6/s-phenyle, (C3-C7)cycloalkyle 
eventuellement substitue, (C3-C7)heterocycloalkyle, cyano, amino, mono 
ou di-alkylamino, ou aryle ou heteroaryle eventuellement substitue, 
ou Z 2 4 represente un radical de formule 



O 




ou bien X2 represente un radical represente ci-dessous : 
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GP 

N' 




ou le groupe protecteur (GP) represente H ou le ter/-butyloxycarbonyle ; 

X3 represente un radical (Ci-Cio)alkyle linSaire ou ramifie, alkenyle eventuellement 
substitu6 par un radical phenyle (le radical phenyle etant lui-meme eventuellement 
substitu6), CF3, ou -(CH 2 ) P Z25 dans lequel 

Z25 represente aryle ou heteroaryle eventuellement substitue, 
ou bien X3 represente un radical de formule 
N 

eventuellement substitue parun ou plusieurs radicaux halo 

identiques ou differents ; 

Y represente un atome d'oxyg£ne ou de soufre ; 
10 W represente un atome d'oxygene, de soufre ou S0 2 ; 

U represente une liaison covalente ou l'atome d'oxygene ; 

n est un entier de 0 a 4 ; 

m est un entier de 1 a 6 ; 

p est un entier de 0 a 6 ; 
15 q est un entier de 0 a 2, 
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ou leurs sels cTaddition avec les acides mineraux ou organiques pharmaceutiquement 
acceptables, pour la preparation d'un medicament destine a traiter les etats 
pathologiques ou les maladies dans lesquels un (ou plusieurs) des recepteurs de la 
somatostatine est(sont) implique(s). 

5 16. Utilisation des produits de formule generate I a selon la revendication 15, 
caracterisee en ce que 

i) le ou les substituant(s) que peuvent porter les radicaux aryle que represented Z\\ et 
Zn et heteroaryle que represente Zn sont choisis independamment parmi les 
radicaux fluoro, chloro, bromo, iodo, alkyle, alkoxy, alkylthio, -CF 3 , -OCF 3 , phenyle, 

10 phenoxy, aminosulfonyle ; 

ii) le ou les substituant(s) que peut porter le radical heterocycloalkyle que represente 
Z12 sont choisis independamment parmi les radicaux oxy et alkyle ; 

iii) le ou les substituant(s) que peuvent porter les radicaux aryle et heteroaryle que 
represente Z22 sont choisis independamment parmi les radicaux fluoro, chloro, 

15 bromo, iodo, alkyle, alkenyle, alkoxy, alkylthio, CF 3 , OCF 3 , nitro, cyano, azido, 
aminosulfonyle, piperidinosulfonyle, mono- ou di-alkylamino, -C(0)-0-alkyle, 
-C(0)-alkyle, ou phenyle, phenoxy, phenylthio, benzyloxy, le radical ph6nyle 
pouvant etre substitue ; 

iv) le ou les substituant(s) que peut porter le radical aryle que represented Z23 et Z 24 , 
20 cycloalkyle et heteroaryle que represente Z 2 4 sont choisis independamment parmi les 

radicaux fluoro, chloro, bromo, iodo, alkyle, alkoxy, alkylthio, CF 3 , OCF 3 , OCHF 2 , 
SCF 3 , nitro, cyano, azido, hydroxy, -C(0)0-alkyle, -0-C(0)-a1kyle, 
-NH-C(0)-alkyle, alkylsulfonyle, mono- ou di-alkylamino, amino, aminoalkyle, 
pyrrolyle, pyrrolydinyle ou bien les radicaux phenyle, phenoxy, phenylthio, benzyle, 
25 benzyloxy dont le radical aryle est eventuellement substitue par un ou plusieurs 
radicaux alkyle, CF3 ou halo ; 

v) le ou les substituant(s) que peuvent porter les radicaux aryle et heteroaryle que 
represente Z 25 sont choisis independamment parmi les radicaux fluoro, chloro, 
bromo, iodo, alkyle, alkoxy, CF 3 , OCF 3 , nitro, cyano, -NH-C(0)-alkyle, 

30 alkylsulfonyle, amino, mono- et di-alkylamino, phenyle, pyridino ; 

vi) le substituant que peut porter le radical alkyle que represente R 3 est le radical 
cyano ; 
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vii) le ou les substituant(s) que peut porter le radical aralkyle que represente R 3 sont 
choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, alkyle, 
alkoxy, CF 3 , OCF 3 , OCHF 2 , SCF 3 , SCHF 2 , nitro, cyano, -C(0)0-alkyle, 
alkylsulfonyle, thiadiazolyle, ou bien les radicaux phenyle et phenoxy dont le radical 

5 phenyle est eventuellement substitue par un ou plusieurs radicaux halo ; 

viii) le ou les substituant(s) que peut porter le radical heteroarylalkyle que represente 
R 3 sont choisis independamment parmi les radicaux fluoro, chloro, bromo ou nitro. 

17. Utilisation des produits de formule generale I a selon Tune des revendications 15 a 
16, caract£risee en ce que Ri a represente un radical (Cj-C^alkyle lineaire ou 
10 ramifie, le radical -<CH2) m -Y-Zi i ou -{CH 2 ) m -Zi 2 dans lequel 
Zn represente un (Ci-C6)a1kyle, 

Zi 2 represente 6/s-phenyle, (C3-C7)cycloalkyle, 

(C3-C7)heterocycloalkyle eventuellement substitue, ou aryle ou 
heteroaryle Eventuellement substitue par un ou plusieurs substituants 
15 choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 

alkyle, alkoxy, 
ou bien Z| 2 represente 




Y represente l'atome d'oxygene, 
20 ou bien Rj a represente un radical de formule 




18. Utilisation des produits de formule generale I a selon Tune des revendications 15 a 
17, caract6ris6e en ce que R2 a represente un radical de formule -C(Y)NHXi, 
-C(0)X 2 ou SO2X3 dans laquelle 

25 Xi represente un radical (C 1 -Chalky le lineaire ou ramifie, ou -(CH 2 )pZ 22 

dans lequel 

Z 22 represente cyclohexenyle, 6/5-phenyle, (C3-C7)cycloalkyle, 
(C3-C7)heterocycloalkyle, mono- ou di-alkylamino, -C(0)-0-alkyle, ou 
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aryle ou heteroaryle eventuellement substitue par un ou plusieurs 
radicaux choisis independamment parmi les radicaux fluoro, chloro, 
bromo, iodo, alkyle, alkoxy, alkylthio, CF 3 , OCF3, nitro, cyano, azido, 
piperidinosulfonyle, -C(0)-0-alkyle, -C(0)-alkyle, ou phenyle, 
5 ou bien Z 22 represente un radical de formule 




X2 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, alkynyle, 
-(CH 2 ) m -W-(CH 2 ) q -Z 2 3 ou -CCH 2 ) P -U-Z 2 4 dans lequel 
W represente S0 2 , 
U represente une liaison covalente, 

10 Z 2 3 represente un radical aryle ; 

Z 2 4 represente cyclohexenyle, few-phenyle, (C3-C7>cycloalkyle 
eventuellement substitue par un radical aminoalkyle, ou aryle ou 
heteroaryle eventuellement substitue par un ou plusieurs radicaux choisis 
parmi fluoro, chloro, bromo, iodo, alkyle, alkoxy, -CF3, -OCF 3 , SCF 3 , 

15 hydroxy, -0-C(0)-alkyle, mono- ou di-alkylamino, amino 

ou Z 24 represente un radical de formule 

Ox ay 

ou bien X2 represente 




20 



X3 represente un radical -(CH 2 )pZ 2 5 dans lequel Z25 represente un radical aryle 
eventuellement substitue par un ou plusieurs radicaux identiques ou differents 
choisis parmi alkoxy et CF 3 . 
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19. Utilisation des produits de formule generate I a selon Tune des revendications 15 a 
18, caracterisee en ce que R3 a represente l'atome d'hydrogene, un radical alkyle, 
alkenyle, heteroarylalkyle eventuellement substitue ou un radical de formule 
-C(Y)-NHXi, -C(0)X 2 ou S0 2 X 3 dans laquelle 

5 X] represente un radical -(CH 2 ) P Z22 dans lequel 

Z22 represente un radical aryle Eventuellement substitue par un ou 
plusieurs radicaux choisis independamment parmi les radicaux fluoro, 
chloro, bromo, iodo, alkyle, alkoxy, CF 3 , nitro, phenoxy ; 

X2 represente le radical vinyle substitue par un phenyle, le radical phenyle 
10 etant lui-meme eventuellement substitu6 par un ou plusieurs radicaux halo, ou 

-<CH2) P -U-Z 2 4 dans lequel 

Z 2 4 represente alkyle, (C3-C7)cycloalkyle, (C3-C7)heterocycloalkyle, 
6w-phenyle, amino, mono ou di-alkylamino, ou aryle ou heteroaryle 
eventuellement substitu6 par un ou plusieurs radicaux choisis parmi 
15 alkoxy, bromo, chloro, fluoro, hydroxy, CF3, nitro, amino, mono- et 

di-alkylamino, pyrrolyle, 



ou bien X 2 represente un radical de formule 




X3 reprdsente un radical (Ci-Cio)alkyle lineaire ou ramifi6, le radical vinyle 
20 substitu6 par un radical (le radical phenyle 6tant lui-meme dventuellement 

substitu6), CF 3 , ou ^{CH2) P Z 25 dans lequel 

Z 2 5 represente aryle ou h£t6roaryle eventuellement substitue par un ou 
plusieurs substituants choisis independamment parmi les radicaux fluoro, 
chloro, bromo, iodo, alkyle, alkoxy, CF3, nitro, -NH-C(0)-alkyle, mono- 
25 et di-alkylamino. 
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20- Utilisation des produits de formule generate I a selon Tune des revendications 15 a 
19, caracterisee en ce que Rj a represente un radical (Ci-C6)alkyle lineaire ou 
ramifie, le radical -(CH 2 ) m -Y-Zn ou -(CH 2 ) m -Zi 2 dans lequel 

Zu represente un (Ci-C^alkyle, 

5 Z12 represente naphtyle, morpholino, 6w-phenyle, pyrrolidinyle substitue par le 

radical oxy, ou bien les radicaux phenyle, piperazinyle, pyridinyle et indolyle 
qui sont eventuellement substitues par un ou plusieurs substituants choisis 
independamment parmi les radicaux bromo, fluoro, chloro, alkyle, alkoxy, 
-CF 3 , -OCF 3 ; 

10 ou bien Zj 2 represente 

a:> 

Y represente Tatome d'oxygene, 
ou bien Ri a represente un radical de formule ci-dessous : 




15 21 . Utilisation des produits de formule generate I a selon Tune des revendications 15 a 
20, caracterisee en ce que R2 a represente un radical de formule -C(Y)NHXi, 
-C(0)X2 ou SO2X3 dans laquelle 

X] represente un radical (Ci-Cio)alkyle lineaire ou ramifie, ou-(CH 2 ) p Z 2 2 dans 
lequel 

20 Z 22 represente cyclohexyle, cyclohexenyle, 6/s-phenyle, morpholino, 

piperidino, mono- ou di-alkylamino, -C(0)-0-alkyle, ou phenyle, 
naphtyle ou furyle 6ventuellement substitue par un ou plusieurs radicaux 
choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 
alkyle, alkoxy, alkylthio, CF 3 , OCF3, nitro, cyano, azido, 

25 piperidinosulfonyle, -C(0)-0-alkyle, -C(0)-alkyle ou phenyle, 

ou bien Z 22 represente un radical de formule 
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X2 represente un radical alkyle, alkynyle, -(CH 2 ) m -W-(CH2)q-Z23 ou 

-(CH 2 ) P Z24 dans lequel 
W represente SO2 ; 
Z 2 3 represente le radical phenyle ; 
5 Z24 represente cyclohexenyle, 6/s-phenyle, cyclohexyle eventuellement 

substitue par un radical aminoalkyle, ou phenyle, naphtyle, 
benzothi&iyle, thienyle ou indolyle eventuellement substitue par un ou 
plusieurs radicaux choisis parmi fluoro, chloro, bromo, iodo, alkyle, 
alkoxy, -CF 3 , -OCF 3 , SCF 3 , hydroxy, -0-C(0)-alkyle, -NH-C(0)-alkyle, 
10 mono- ou di-alkylamino, amino, ou 

Z 2 4 represente un radical de formule 





15 X3 represente un radical -(CH 2 )pZ 2 5 dans lequel Z25 represente le radical 

phenyle Eventuellement substituS par un ou plusieurs radicaux identiques ou 
differents choisis parmi alkoxy et CF3. 

22. Utilisation des produits de formule generate I a selon Tune des revendications 15 k 
21, caracterisee en ce que R3 a represente Tatome d'hydrogene, un radical alkyle, 
20 alkenyle ou furyl-methyl substitue par un ou plusieurs radicaux nitro, ou un radical 
de formule -C(Y)-NHXi, -C(0)X 2 ou S0 2 X 3 dans laquelle 
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Xi represente un radical -(CH2) P Z 2 2 dans lequel 

Z22 represente le radical phenyle ou naphtyle eventuellement substitue 
par un ou plusieurs radicaux choisis independamment parmi les radicaux 
fluoro, chloro, bromo, iodo, alkyle, alkoxy, CF3, nitro, phenoxy, 

5 X2 represente le radical vinyle substitue par un radical phenyle lui-meme 

eventuellement substitue par un ou plusieurs radicaux halo, ou -(CH2VU-Z24 
dans lequel 

Z 2 4 represente alkyle, cyclohexyle, tetrahydrofiiryle, 6/s-phenyle, amino, 
mono ou di-alkylamino, ou phenyle, indolyle, thienyle, pyridinyle, 
10 benzothienyle et furyle eventuellement substitue par un ou plusieurs 

radicaux choisis parmi alkoxy, bromo, chloro, fluoro, amino, mono- et 
di-alkylamino, nitro, hydroxy, pyrrolyle 



ou bien X2 represente un radical de formule 




15 X3 represente un radical (Ci-Cio)alkyle lineaire ou ramifie, le radical vinyle 

substitue par un radical phenyle, CF3, ou -(CH 2 )pZ 2 5 dans lequel 

Z25 represente un radical phenyle, napthyle, thienyle, pyrazolyle ou 
thiazolyle eventuellement substitue par un ou plusieurs substituants 
choisis independamment parmi les radicaux fluoro, chloro, bromo, iodo, 

20 alkyle, alkoxy, CF 3> nitro, -NH-C(0)-alkyle, mono- et di-alkylamino. 

23. Utilisation des produits de formule generate I a selon Tune des revendications 15 a 
22, caracterisee en ce que Ri a represente le radical -<CH 2 )mZi 2 dans lequel m = 2 et 
Z12 represente 6/5-phenyle ou bien le radical indolyle substitues par un ou plusieurs 
substituants choisis independamment parmi les radicaux alkyle et alkoxy. 
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24. Utilisation des produits de formule generate I a selon Tune des revendications 15 a 

23, caracterisee en ce que R2 a represente les radicaux de formule -C(Y)NHXi et 
-C(0)X2 dans laquelle 

Y represente S ; 

5 Xi represente un radical phenyle eventuellement substitue par un ou plusieurs 

radicaux azido, 

X2 represente -(CH2)pZ24 dans lequel 
p est egal a 1, 2 ou 3, 

Z24 represente cyclohexyle, ou phenyle ou benzothtenyle 6ventuellement 
10 substitue par un ou plusieurs radicaux choisis parmi fluoro, chloro, 

bromo, iodo ou -CF3. 

25. Utilisation des produits de formule generate I a selon Tune des revendications 15 k 

24, caracterisee en ce que R3 a represente Fatome d'hydrogene ou le radical methyle. 

26. Utilisation selon Tune des revendications 15 a 25 pour la preparation d'un 
15 medicament destine a traiter l'acromegalie, des adenomes hypophysaires ou des 

tumeurs gastroenteropancreatiques endocriniennes dont le syndrome carcinoide. 
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A 


tt uo ir/y 






BE 


860736 


A 


ui uo ly/o 






BE 


860737 


A 


Ui UO ly/o 






CA 


1094072 


A 


tlrvl iwi 






CA 


1095046 


A 


ni-n?— 1 om 






DE 


2751139 


A 


i Q7a 

tl U3 IJ/O 






ES 


464144 


A 








ES 


464145 


A 


Ul Uj Ij/O 






ES 


464146 


A 


ni _no_i Q7Q 

Ul U3 19/6 






ES 


464147 


A 


ni _ no_ 1Q7Q 
til ls/O 






FR 


2370732 


A 


no_ n<\_ 1 07fl 






FR 


2370733 


A 


flO—HA — l Q7Q 

uy-uo-iy/o 






IE 


46090 


B 


to-ut— lyoo 






IE 


45989 


B 


9fi-.ni -1 QB1 
tu UI Woj 






JP 


53087365 


A 


ni — nti— 1Q7Q 
UI UIJ 1j/o 






JP 


61026782 


B 


91 — flfi— lQflfi 
tl UD Ijou 






JP 


1363515 


C 


no-n?-ioft7 
us ut mo/ 






JP 


53090267 


A 


na~na-iQ7R 

Uo UO 1)3 to 






JP 


61027388 


B 


25-06-1986 






NL 


7712559 


A 


18-05-1978 






NL 


7712570 


A 


18-05-1978 






US 


5026858 


A 


25-06-1991 






ZA 


7706587 


A 


27-09-1978 






ZA 


7706588 


A 


30-08-1978 



DE 2530894 A 05-02-1976 



GB 


1460389 


A 


06-01-1977 


AR 


216046 


A 


30-11-1979 


AR 


214049 


A 


30-04-1979 


AR 


213407 


A 


31-01-1979 


AR 


214050 


A 


30-04-1979 


AR 


207895 


A 


08-11-1976 


AR 


212447 


A 


14-07-1978 


AR 


215882 


A 


15-11-1979 


AT 


344184 


B 


10-07-1978 


AT 


453077 


A 


15-11-1977 


AU 


8317475 


A 


20-01-1977 


BG 


27086 


A 


15-08-1979 


BG 


27744 


A 


12-12-1979 


BG 


27745 


A 


12-12-1979 


CA 


1060445 


A 


14-08-1979 


CH 


611616 


A 


15-06-1979 


CH 


608803 


A 


31-01-1979 


DD 


119046 


A 


05-04-1976 
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Date de 
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Membre(s) de la 
famille de brevet(s) 


Date de 
publication 


DE 2530894 A 




DK 


337175 


A,B, 


CO Ul ly/O 






FI 


752104 


A,B. 


9A — HI -1 07fi 






FR 


2279406 


A 


9n-n9-iQ7fi 






HK 


61879 


A 


07-00-1070 
u / I? / ? 






IE 


41838 


B 


uy \jh i?ou 






IL 


47625 


A 


in-m -lOfii 

OU Ul iJOL 






JP 


1036278 


C 


9A-09-10ft1 
LO UL l?Oi 






JP 


51036469 


A 


97-01-107^ 
LI M J IO 






JP 


55027062 


B 


i 7-n7-ioan 

11 U/ iyOXJ 






KE 


2988 


A 


90-00-1070 

to U5 1? / 17 






LU 


73072 


A 


94-07-1077 
tl UO 13 / / 






MY 


10880 


A 


71 _i 9-1 qqo 

01 it 170U 






NL 


7508824 


A,B, 


97-01 -1Q76 

£ / Ul 1 j/O 






PH 


14190 


A 








RO 


69296 


A 


70-0ft-iQfti 

OU UO 1701 






R0 


71841 


A 


1 c_oq-ioqo 

ID UO l?OU 






RO 


71840 


A 


HQ— OQ-1 0Q9 

uy-uy lyoc 






SE 


420921 


B 


HQ— 1 1 —1 00 1 

uy~ i i-iyoi 






SE 


7508101 


A 


9A— 01 — 1 Q7A 

£0~ui— iy io 






US 


4001422 


A 


f\A fil — 1Q77 






YU 


124181 


A 


ju-u<*-iyoo 






YU 


124281 


A 


70— O/l — 1 007 






YU 


184275 


A 


97— 0/1 — 1 OQ7 

u*t iyo j 






AT 


344185 


B 


1 O— 07— 1Q7Q 

iu~ u/~iy lo 






AT 
Al 


A CI 1 77 


A 
A 


1 C_1 1 _1 077 






AT 


344186 


B 


1 O-07-1O7O 

iu~u/ iy io 






AT 


453277 


A 


15-11-1977 






AT 


344178 


B 


10-07-1978 






AT 


525275 


A 


15-11-1977 






BE 


831654 


A 


23-01-1975 






CS 


192549 


B 


31-08-1979 






CS 


192534 


B 


31-08-1979 
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